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October 10, 2007

George LaRocca, PM 13

U.S. Environmental Protection Agency
Office of Pesticide Program {7504 P)
Room $-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Subject: Gold Seal Certificates

Dear Mr. LaRocea:

Following is a list of products that we would like to receive Gold Seal Certificates. I have enclosed printed
labels as well for each of the products listed.

EPA No. 2517-80 Sergeant’s Cyphenothrin + IGR Squeeze-On for Dog
Product labels:

Sergeant's Gold Flea and Tick Squeeze-On for Dogs

SENTRYPRO XFC Flea and Tick Squeeze-On for Dogs

EPA No. 2517-85 Sergeant’s Cyphenothrin Squeeze-On for Dogs
Product label:
Sergeant's Silver Flea and Tick Squeeze-On for Dogs

EPA No, 2517-87 MarketQuest One-Drop Flea & Tick Control with Nylar @ Insect
Growth Regulator

Product label:

Sergeant’s SENTRY PRO Squeeze-On Flea and Tick Control for Dogs

EPA No. §9332-3-2517 SPI# 8208-55D

Product labels:

Sergeant’s Gold Squeeze-On for Cats & Kittens
Seniry PurrScriptions plus Squeeze-On for cats and kittens

EPA No. 69332-4-2517 PL #1601

Product labels:

Sergeant’s Silver Flea and Tick Squeeze-On for Cats and Kittens
SENTRY PurrScriptions Squeeze-On for Cats and Kittens

Should you have further questions, please do not hesitate to ask.

Best Regards,

Susan Kane

Regulatory Coordinator
Sergeant’s Pet Care Products, Inc.
Skane(@sergeants.coln

(402) 938-7065
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

WASHINGTON, D.C. 20460
OFFICE OF PREVENTION,
PESTICIDES AND
TOXIC SUBSTANCES

October t5, 2007

i, George Larocca, Insecticide Branch, Registration Division, Office of Pesticide Programs, Office of
Prevention, Pesticides and Toxic Substances, United States Environmental Protection Agency ("EPA"),
certify that the pesticide product (s) listed below is, as of the date of this letter, a reglistered product under
the Federal Insecticide, Fungicide, and Rodenticlde Act (FIFRA), as amended, and that as such, the
product(s} may be sold and marketed in the United States of America as authorized and limited by FIFRA. A
true and correct copy of the product labei approved by EPA is attached to accompany this letter.

Registration of this product(s) with EPA aiso denotes that the reglstrant listed below is responsible for
ensuring full compilance with all the iaws of the United States of America, or governing jurisdiction,
regarding the sale, storage andfor disposal of the product(s). Further, the reciplent of this letter is on notice
that the referenced registration and/or the accompanying fabel may change subsequent to the date of this
jetter. EPA assumes no responsibility to notify the recipient(s) of this letter of any change in the status of
the registration{s) and/or the product labe! for the product(s) listed below.

EPA has Issued registration numbers for the product(s) listed heiow to:
Sergeant's Pet Care Products, Inc.

509 Tower Vailey Drive
Hilisboro, MO 63050

EPA Registration Number:  2517-85
Name of Product: SERGEANT'S CYPHENOTHRIN SQUEEZE

George Larocca
Risk Manager t3
Insecticide Branch
Registration Division (7505F)




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON. D.C 20466

NOTIEICATION PREVENT i :): r:] EL’E] s‘ :Eﬁ 1S AND
APR 0 4 2007

TOXI SURSYTANCES

Carrie Daniels

Representative of Sergeant’s Pet Care Products, Inc.

Exponent™ - SR SO
1730 Rhode Island Ave., NW — Suite 1100

Washington, DC 20036

SUBJECT:  Application for Pesticide Notification
Sergeant’s Cyphenothrin Squeeze-On for Dogs
EPA Reg. No. 2517-85
Application Dated January 17, 2007

Dear Ms. Daniels:

The Agency is in receipt of your Application for Pesticide Notification under Pesticide
Registration Notice (PRN) 98-10 for the product above, The Registration Division (RD) has
conducted a review of this request for its applicability under PRN 98-10 and finds that the
actions requested fall within the scope of PRN 98-10. The label submitted with the application
has been stamped “Notification” and will be placed in our records.

If you have any questions, please me directly at 703-305-6249 or Terri Stowe of my staff
at 703-305-6117.

Sincerely,

W

Linda Arrington

Notifications & Minor Formulations Team Leader
Registration Division (7505P)

Office of Pesticide Programs
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[MASTER CARTON/PACK LABEL-FRONT PANEL]

Sergeant’s Cyphenothrin
Squeeze-On for Dogs
[ABN : Sergeant’s Silver Flea and Tick Squeeze-On for Dogs] APR 04 2007
[ABN: Sergeant’s Silver Squeeze-On for Dogs]
[ABN: Sentry XFC Squeeze-On for Dogs)
[ABN: Sentry XFC Flea and Tick Squeeze-On for Dogs]

NOTIFICATION

DO NOT USE ON CATS [Box/Icon with cat image and cross-out]
[Flea & Tick control for dogs and puppies over 12 weeks of age]
[Three in one protection [Kills fleas, ticks and mosquitoes)
[[Three] [3] Way Protection [Kills fleas, ticks and mosquitoes]
[Three in one protection! Kills fleas, ticks and mosquitoes]
[Up to 4 week Flea and Tick Treatment)
[Up to 4 week Flea and Tick Control][4 week [monthly] protection]
[Monthly flea and tick control]
[For dogs & puppies (over 12 weeks of age) More than 9 Ibs.]
[For dogs & puppies (over 12 weeks of age) 9 to 20 1bs]
[For dogs & puppies (over 12 weeks of age) 21 to 39 Ibs]
[For dogs & puppies (over 12 weeks of age) 40 to 60 Ibs]
[For dogs & puppies (over 12 weeks of age) 61 lbs and over]
[Three applications (for cartons with 3 applications)] and/or [3 month supply]
or [12 week supply]
[For dogs [9 1bs and up] or [9 lbs to 20 1bs] or [21 Ibs to 39 Ibs] or [40 Ibs to
60 Ibs] or [6] lbs and over]
[Best if used year round!]
[Kills & Repels fleas up to [4 weeks]!]
Kills [& repels] fleas in as little as 1 hour!]
Kills [& repels] ticks in as little as 3 hours!]
[Kills & Repels ticks for up to [4 weeks]!]
[Kills & Repels deer ticks (vector of lyme disease) for up to 4 weeks!]
[Kills & Repels ticks (including deer ticks) for up to 4 weeks!)
[Kills & Repels brown dog ticks [(Rhipicephalus sanguineus)] for up to 4 .
weeks!] Tises
[Kills & Repels American dog ticks [(Dermacentor variabilis)] forupto4  :,.,1,
weeks!] '
[Apply every [4 weeks]!][1 month] 3 ;
[Up to 4 weeks of flea & tick treatment!] T
[Kills [& Repels] fleas and ticks for up to 4 weeks!] a
[Kills [and Repels] mosquitoes] N
[Dogs can be bathed 24 hours after squeeze-on is applied]
[Reapply once every 4 weeks.] [Reapply monthly]



¢ [May contain graphics illustrating product use, e.g., dog with a drop falling
onto its neck from a vial on front, side, or back carton label and/or applicator

labeling.]

INOTE: Text or images in [ ] on this label denotes optional statements and/or images
that may be used on front, back, sides, top or bottom of carton/pack and/or tube label

panels. ]

ACTIVE INGEDIENTS:
Cyphenothrin (CAS # 39515-40-7)....... 40.0%
OTHER INGREDIENTS:................ 60.0%
TOTAL:.........oi 100.0%

[NOTE: Due to limited size of carton/pack labeling, the “Ingredient Statement” may be
placed to “prominently” appear on the Back Carton/Pack label panel]

KEEP OUT OF REACH OF CHILDREN
CAUTION

panel[s] for additional precautionary statements

See [back] [or] [side] fabel
NET CONTENTS: [Three] [Six] [Twelve] 1.5 ml (0.05 fi. 0z.) tubes, or
[Three] [Six] [Twelve] 3.0 ml (0.10 1. oz.) tubes, or

[Three] [Six] [Twelve] 4.5 ml (0.15 fl. 0z.) tubes, or
[Three] [Six] [Twelve] 6.0 ml (0.20 fl. 0z.) tubes

3oroas s

PR



[IMASTER CARTON/PACK LABEL — BACK/SIDE PANELS]

Sergeant’s Cyphenothrin NOTHICATION
Squeeze-On for Dogs APR 64 2007

[DO NOT USE ON CATS] [Box/icen with cat image and cross-out]

READ ENTIRE LABEL BEFORE EACH USE.
USE ONLY ON DOGS AND PUPPIES OVER 12 WEEKS OF AGE.
DO NOT USE ON CATS

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS AND DOMESTIC ANIMALS
CAUTION: Causes moderate eye irritation. Avoid contact with skin, eyes or clothing.
Harmful if swallowed or absorbed through skin. Wash thoroughly with soap and water
after handling,

FIRST AID

If in eyes ¢ Hold eye open and rinse slowly and gently with water
for 15-20 minutes.

* Remove contact lenses, if present, after the first 5
minutes, then continue rinsing eye.

+ Call a poison control center or doctor for treatment
advice,

If swallowed + Call a poison control center or doctor immediately for
treatment advice.

+ Have person sip a glass of water if able to swallow.

e Do not induce vomiting unless told to do so by the
poison control center or doctor.

* Do not give anything by mouth to an unconscious
person.

If on skin or + Take off contaminated clothing.

clothing s Rinse skin immediately with plenty of water for 15-20
minutes.

+ Call a poison control center or doctor for treatment
advice. S lass

HOTLINE NUMBER Sl

Have the product container or label with you when calling a poison control center ,
or doctor, or gomg for treatment. You may also contact -
!  for emergency medical treatment information. T 38

NOTE TO PHYSICIAN OR VETERINARIAN R 3% R
Treat patient symptomatically Py o




DIRECTIONS FOR USE

It is a violation of Federal faw to use this product in a manner inconsistent with its
labeting. DO NOT USE ON CATS. May be toxic and potentially fatal if applied to or
ingested by cats.

FOR EXTERNAL USE ON DOGS ONLY. Do not use on puppies under 12 weeks of
age. Consult a veterinarian before using this product on debilitated, aged, medicated,
pregnant, or nursing dogs. Consult a veterinartan before using on dogs with known organ
dysfunction. DO NOT USE ON CATS or animals other than dogs. Cats that actively
groom or engage in close physical contact with treated dogs may be at risk of serious
harmful effects. Sensitivities may occur after using ANY pesticide product on pets. If
signs of sensitivity occur bathe your dog with mild soap and rinse with large amounts of
water. If signs continue, consult a veterinarian immediately.

How to apply: Remove product tube from package. Holding tube with top end pointing
up and away from face and body, [snap or] cut off top end. Invert tube over dog and use
open end to part dog’s hair. Squeeze tube firmly to apply all of the solution to the dog’s
skin, as directed below. Repeat application may be made if necessary, but do not apply
more often than once every 4 weeks.

For Dogs Weighing 9 Ibs. to 20 lbs.: [For cartons containing 1.5 ml (0
applicator tubes] Apply one tube (1.5 ml)  [as a spot or strxpe to the dog 5

For Dogs Weighing 21 1bs. to 39 lbs.: [For
applicator tubes] [Apply two tubes (1.5 ml)_

applicator tubes] [Apply two tubes (1.5 ml) (0

back between the shoulder blades and apply the third tube from the back of the neck to a

point midway between the neck and tail.] [For cartons containing one tube (4.5 ml) ©.15 .
fl. 0z.)] [Apply one tube (4.5 ml) (§ : Tiien
midway between the neck and tail ] C L,

For Dogs Welghmg 61 1bs. and Over [For cartons

3 FFEFE

ml) ('

or [For carton
tube (3.0 mi}
and apply the contents of the other tube (3.0 ml) {{

applicator tubes] [Apply one ...
) as a spot or strip to the dog’s back between the shouider blades - -+
) from the back of the neck




rtons containing one tube (6.0 ml)
a spot or stripe fo the do ack

STORAGE AND DISPOSAL
Do not contaminate water, food or feed by storage or disposal.
Pesticide Storage: Do not remove tube from the pack until ready to use. Store in
a cool (below 25° C) dry place inaccessible to children and pets. Do not
refrigerate. Protect from direct sunlight.
Pesticide Disposal: If empty: do not reuse this container. Place in trash or offer
for recycling if available. If partially filled: Call your local solid waste agency ot
[-800-CLEANUP for disposal instructions. Never place unused product down any
indoor or outdoor drain.

[Sergeant’s Cyphenothrin Squeeze-On for Dogs 1s an effective and easy to use
product.][As with all flea and tick control products, Sergeant’s Cyphenothrin Squecze-On
for Dogs should be used as part of a {an overall] {complete] program faimed
at][to][intended to][reduce] reducing flea populations in the dog’s environment (bedding,
carpets, kennel yard) ] [Consuit your retailer for program recommendations. ]

Made in the USA

[Sergeant’s is committed to providing high quality products. If you have any questions or
comments about this product, please write: Sergeant’s Consumer Response: P.O. Box
540399, Omaha, NE 68154-0399.]

fIn case of 1 emergency: call |

Lgs

[WARRANTY: SERGEANT’S PET CARE, INC. MAKES NO WARRANTY OF
MERCHANTABILITY, FITNESS FOR ANY PARTICULAR PURPOSE, OR
OTHERWISE, EXPRESSED OR IMPLIED, CONCERNING THIS PRODUCT OR ITS
USES WHICH EXTEND BEYOND THE USE OF THE PRODUCT UNDER NORMAL
CONDITIONS IN ACCORDANCE WITH THE STATEMENT MADE ON THIS
LABEL]

Sergeant’s Pet Care Products, Inc. i
Omaha, NE 68130-1703 :

pa By 22

[BAR CODE AREA]

Poat et

EPA Reg. No. 2517-85
EPA Est. No. P

10



[MASTER LABEL-TUBE/APPLICATOR LABEL]

PANELS-

Sergeant’s Cyphenothrin S
cross-out], [

Ingredients:

READ DIRECTIONS/PRECAUTIONS BEFORE USING. CAUTION: KEEP
OUT OF REACH OF CHILDREN, EPA REG. NO. 2517-85

E R

S i or s

z
153

11



Exponent

Exg}gﬁeﬁgo 1730 Rhode Island Ave,, N'W

Suite rton
Washington, DC 20036

telephone 202-772-4g00
facsimile 202-772-497¢
WOARS exponem.com

NOTIFICATION

APR 0 4 2007
January 17, 2007

Sherada Hobgood

U.S. Environmental Protection Agency (NOTIF)
Office of Pesticide Program (7504 P)

Room S-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Subject: Label Notification
Sergeant’s Cyphenothrin Squeeze-On for Dogs
EPA Registration Number 2517-85
Project No. WD00758.000

Dear Ms. Hobgood:

On behalf of our client, Sergeant’s Pet Care Products, Inc. (EPA Company Number
2517), Exponent is submitting a notification for a revised label for the product Sergeant’s
Cyphenothrin Squeeze-On for Dogs (EPA Registration Number 2517-85), containing the
registered active ingredient cyphenothrin. Please find the following information enclosed
in support of this notification:

¢ EPA Form 8570-1
¢ Product label (5 copies)

The enclosed label has been revised to correct several typographical errors. Additionally,
the application instruction “from the back of the neck to a point midway between the

neck and tail” has been added as an application instruction option in each weight range.- . -
This language was required be EPA in the instructions for the 40 Ibs to 60 lbs, and 61 lbs
and over weight ranges. This change will provide consistency in the application SRS
instructions between all of the weight ranges. A copy of the label with all chanees ;
highlighted is enclosed. " RS
’Ih1s notification is consistent with the provisions of PR Notice 98-10 and EPA <
regulations at 40 CFR 152.46, and no other changes have been made to the labclmg or the,
confidential statement of formula of this product. Iunderstand that it is a violation of 18: -
U.8.C. Sec. 1001 to willfully make any false statement to EPA. [ further understand thar * *

12



if this notification is not consistent with the terms of PR Notice 98-10 and 40 CFR
152.46, this product may be in violation of FIFRA and I may be subject to enforcement
action and penalties under sections 12 and 14 of FIFRA.

If you have any questions, please contact me at (202) 772-4916.

Sincerely,
:(“‘--\‘

Carrie Daniels

Authorized Representative of
Sergeant’s Pet Care Products, Inc.

Enclosures

cc: George LaRocca, EPA
Susan Kane, Sergeant’s
Larry Nouvel, Nouvel
him Messina, Exponent

P E & PSS
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S0 e UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
3 b WASHINGTON, D.C. 20460

OFFICE OF
’b‘" "’Floﬁ'é& PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES
- MAR g 207
Ms. Sherri Gray
Authorized Representative

Sergeant’s Pet Care Products, Inc.
2625 South 158" Plaza
Omaha, NE 68130

RE: label Revisions
EPA Reg. No.: 2517-85
Date Submitted: Jamary 3, 2007

Dear Ms. Gray:

The Agency is in receipt of your Application for Pesticide Notification under Pesticide
Registration Notice (PRN) 98-10 dated January 3, 2007, for the product Sergeant’s Cyphenothrin
Squeeze-On for Dogs. The Registration Division (RD) has conducted a review of this request
for its applicability under PRN 98-10 and finds that the action(s) requested fall within the scope
of PRN 98-10. The label submitted with the application has been stamped ‘Notification” and
will be placed in our records.

If you have any questions, please call me directly at 703-305-6249 or Joyce Edwards of
my staff at 703-305-5479.

Sincerely,

o

Linda Arrington

Notifications & Minor Formulations Team Leader
Registration Division (7505P)

Office of Pesticide Programs

14
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“Flease read nstructions on reverse befors completing

Form Approved. OMB No. 2070-0080
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wEPA

Environmental Protection Agency
Washington, 8C 20480

Linited States

(X

B Registration
Amendment
Other

OPP ldentifier Numbor

Application for Pesticide - Section |

1. Company/Product Number
2517-85

2. EPA Product Mensger
George LaRocca

3. Proposed Classification

4. Campany/Product (Name}
Sergeant’s Cyphenolhrin Squeeze-On for Dogs

PM¥
13

Sergeant’s Pet Care Products, Inc.
2625 South 158 Plaza
Omaha, NE 68130

D Chock if this is a new addraess

5. Namea and Addresz ol Applicent {nciudae Z/IP Codef

to:
EPA Reg. No.

6. Expedited Reveiw. iIn accordance with FIFRA Section 3{c))3)
(b}, my product is similar or identical in composttion and labeling

Product Name

Section - }}

I ] Amendment - Explain below,

[ X | Naritication - Explain belaw.

D Rasubmission in response ta Agoncy lattar datad ...

L
L]
L]

fingt printed labala in ropsonss ta
Agency tatter datad
"Mo Too™ Applicatian,

Othar - Explain below,

- NOTIFICATION

Explanation: Use additional paga{s] it necessary. {For section | and Soction I1.|

Submission of 1abel revisions pursuant o PR Notice 98-10.

Section - {ll

1. Material Thiw Product Will Ba Packsged In:

Unit Packoging

o Yas
i ! Ne

Child-Resistant Packoging

Yas
Na

Wator Soluble Packeging

* Certification must | oS
be submitted

Unit Packeging wgt.

Yeas

No
No. par If "Yeog™ Ne. par
centainar Packege wgt cantsiner

2. Typa of Containar

Motal

Plastic

Glass

Papar

Othar {Spacity)

3. Lacation of Not Contenta Infarmatian

Label U Containor

4. Sizalz} Retail Conteinar

5. Locatian of Label Diractians

LJ

6. Mannear in Which Label is Affixed te Preduct

[ ] other

Lithograph
Peporlfiued
Stencilsd

Section - IV

1. Contect Point /Complate ctems diractly below for identification of individual to be contacted, if nacessery, to process this applicglicns): .

Name

Sherri Gray

Titla
Authorized Representative

Telsphons Na. (lﬁn}clzufié Arop Coda)
202-772-490G4 ==

Certtfication

[ caxtify that the stetements | have meada on this form and all sttachments theroto are true, accurate and ocmialoto.

R S |

: i1 6. Dote Afiplication
Racalyscr R

| acknowladge thet eny knowlinglly falss or misleading stetemont mey ba punishable by fina or Imprisanmentor ; * * (§’t§i’npedl
both under spplicably I%w. : S
2. Bignature \ 3. Title il es? ,
! \)\,\j\/l M, Authorized Representative s
4. Typod Nams J 5. Dota , , Y
Sherri Gray f ( %/O 7

EPA Form 8570-1 IRay. 3-94} Praviaus aditions aro obsalata.

Whita - EPA Fits Copy {originel)

Yuifow - Applicant Copy
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[ABN :
[ABN:
[ABN:
[ABN:

NOTIFICATION

[MASTER CARTON/PACK LABEL-FRONT PANEL]

Sergeant’s Cyphenothrin
Squeeze-On for Dogs
Sergeant’s Silver Flea and Tick Squeeze-On for Dogs]
Sergeant’s Silver Squeeze-On for Dogs]

Sentry XFC Squeeze-On for Dogs]

Sentry XFC Flea and Tick Squeeze-On for Dogs]

DO NOT USE ON CATS [Box/Icon with cat image and cross-out]

[Flea & Tick control for dogs and puppies over 12 weeks of age]

[Three in one protection [Kills fleas, ticks and mosquitoes]

[[Three] [3] Way Protection [Kills fleas, ticks and mosquitoes]

[Three in one protection! Kills fieas, ticks and mosquitoes]

[Up to 4 week Flea and Tick Treatment]

[Up to 4 week Flea and Tick Control][4 week [monthly] protection]

[Monthly flea and tick control]

[For dogs & puppies (over 12 weeks of age) More than 9 1bs.]

[For dogs & puppies {over 12 weeks of age) 9 to 20 lbs]

[For dogs & puppies (over 12 weeks of age) 21 to 39 lbs]

[For dogs & puppies (over 12 weeks of age) 40 to 60 lbs]

[For dogs & puppies {over 12 weeks of age) 61 Ibs and over]

[Three applications {for cartons with 3 applications)] and/or [3 month supply]

or [12 week supply]

[For dogs [9 lbs and up] or [9 1bs to 20 Ibs] or [21 1bs to 39 1bs] or [40 1bs to

60 lbs] or [61 Ibs and over]

[Best if used year round!]

[Kills & Repels fleas up to [4 weeks]!]

Kills [& repels] fleas in as little as 1 hour!]

Kills [& repels] ticks in as little as 3 hours!]

[Kills & Repels ticks for up to [4 weeks]!]

[Kills & Repels deer ticks (vector of lyme disease) for up to 4 weeks!]

[Kills & Repels ticks (including deer ticks) for up to 4 weeks!)

[Kills & Repels brown dog ticks [(RAipicephalus sanguineus)] for up to 4

weeks!]

[Kills & Repels American dog ticks [(Dermacentor variabilis)] for up to 4

weeks! ] * :
[Apply every [4 weeks]!][1 month] .o
[Up to 4 weeks of flea & tick treatment!] b
[Kills [& Repels] fleas and ticks for up to 4 weeks!] AR

[Kills [and Repels] mosquitoes] C s

[Dogs can be bathed 24 hours after squeeze-on is applied] e
[Reapply once every 4 weeks.] [Reapply monthly] NI

16



e [May contain graphics illustrating product use, ¢.g., dog with a drop falling
onto its neck from a vial on front, side, or back carton label and/or applicator

labeling.]

[NOTE: Text or images in [ | on this label denotes optional statements and/or images
that may be used on front, back, sides, top or bottom of carton/pack and/or tube label

panels.]

ACTIVE INGEDIENT:
Cyphenothrin (CAS # 39515-40-7).......40.0%
OTHER INGREDIENTS: ..........cccveenr.. 60.0%
TOTAL ..ot 100.0%

[NOTE: Due to limited size of carton/pack labeling, the “Ingredient Statement” may be
placed to “prominently” appear on the Back Carton/Pack label panel]

KEEP OUT OF REACH OF CHILDREN
CAUTION
See [back] [or] [side] label panel[s] for additional precautionary statements
NET CONTENTS: [Three] [Six] [Twelve] 1.5 ml (0.05 fl. 0z.) tubes, or
[Three] [Six] [Twelve] 3.0 ml (0.10 fl. oz.) tubes, or

[Three] [Six] [Twelve] 4.5 ml (0.15 fl. oz.) tubes, or
[Three] [Six] [Twelve] 6.0 ml (0.20 fl. oz.) tubes
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[MASTER CARTON/PACK LABEL -~ BACK/SIDE PANELS]

Sergeant’s Cyphenothrin
Squeeze-On for Dogs

[DO NOT USE ON CATS] [Box/icon with cat image and cross-out]

READ ENTIRE LABEL BEFORE EACH USE.
USE ONLY ON DOGS AND PUPPIES OVER 12 WEEKS OF AGE.
DO NOT USE ON CATS

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS AND DOMESTIC ANIMALS
CAUTION: Causes moderate eye irritation. Avoid contact with skin, eyes or clothing,.
Harmful if swallowed or absorbed through skin. Wash thoroughly with soap and water
_after handling.

FIRST AID

If in eyes » Hold eye open and rinse slowly and gently with water
for 15-20 minutes.

e Remove contact lenses, if present, after the first 5
minutes, then continue rinsing eye.

s (all a poison control center or doctor for treatment
advice.

If swallowed s (Call a peison control center or doctor immediately for
treatment advice.

s Have person sip a glass of water if able to swallow.

¢ Do not induce vomiting unless told to do so by the
poison control center or doctor.

* Do not give anything by mouth to an unconscious
persor.

If on skin or ¢ Take off contaminated clothing.

clothing » Rinse skin immediately with plenty of water for 15-20
minutes.

» (all a poison control center or doctor for treatment
advice.

HOTLINE NUMBER
Have the product container or label with you when calling a poison control center
or doctor, or going for treatment. You may also contact 1-800-781-4738 for
emergency medical treatment information.

NOTE TO PHYSICIAN OR VETERINARIAN
Treat patient symptomatically
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DIRECTIONS FOR USE

It is a violation of Federal law to use this product in a manner inconsistent with its
labeling. DO NOT USE ON CATS. May be toxic and potentially fatal if applied to or
ingested by cats.

FOR EXTERNAL USE ON DOGS ONLY. Do not use on puppies under 12 weeks of
age. Consult a veterinarian before using this product on debilitated, aged, medicated,
pregnant, or nursing dogs. Consult a veterinarian before using on dogs with known organ
dysfunction. DO NOT USE ON CATS or animals other than dogs. Cats that actively
groom or engage in close physical contact with treated dogs may be at risk of serious
harmful effects. Sensitivities may occur after using ANY pesticide product on pets. If
signs of sensitivity occur bathe your dog with mild soap and rinse with large amounts of
water. If signs continue, consult a veterinarian immediately.

How to apply: Remove product tube from package. Holding tube with top end pointing
up and away from face and body, [snap or] cut off top end. Invert tube over dog and use
open end to part dog’s hair. Squeeze tube firmly to apply all of the solution to the dog’s
skin, as directed below. Repeat application may be made if necessary, but do not apply
more often than once every 4 weeks.

For Dogs Weighing 9 lbs. to 20 lbs.: [For cartons containing 1.5 ml (0.05 fi. 0z.)
applicator tubes] Apply one tube (1.5 ml)(0.05 fi. oz.) as a spot or stripe to the dog’s back
between the shoulder blades.

For Dogs Weighing 21 lbs. to 39 1bs.: [For cartons containing two 1.5 ml (0.05 {l. 0z.)
applicator tubes] [Apply two tubes (1.5 mI){0.05 fl. oz.) as a spot or stripe to the dog’s
back between the shouider blades.] [For cartons contamming one 3.0 mi (0.10 fl. oz.)
applicator tube] [Apply one tube (3.0 mI){(0.10 fl. 0z.) as a spot or stripe to the dog’s back
between the shoulder biades.]

For Dogs Weighing 40 lbs. to 60 Ibs.: [For cartons containing three 1.5 ml (0.05 fi. oz.)
applicator tubes] [Apply two tubes (1.5 ml) (0.05 fl. 0z.) as a spot or stripe to the dog’s
back between the shoulder blades and apply the third tube from the back of the neck to a
point midway between the neck and tail.] {For cartons containing one tube (4.5 mi) (0.15
fi. 0z.)] [Apply one tube (4.5 ml) (0.15 fl. 0z.) from the back of the neck to a point
midway between the neck and tail.]

For Dogs Weighing 61 lbs. and Over [For cartons containing at least four 1.5 ml (0.05
fi. 0z.) applicator tubes] [Apply two tubes (1.5 ml) (0.05 fi. 0z.) as a spot or stripe to the
dog’s back between the shoulder blades and apply the contents of the other two tubes (1.5
m}) (0.05 fi. oz.) from the back of the neck to a point midway between the neck and tail.]
or [For cartons containing at least two 3.0 ml (0.10 fl. oz.) applicator tubes] [Apply one
tube (3.0 ml) (0.10 fl. 0z.) as a spot or strip to the dog’s back between the shoulder blades
and apply the contents of the other tube (3.0 ml) (0.10 fi. 0z.) from the back of the neck
to a point midway between the neck and tail.] [For cartons containing one tube (6.0 mi)
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(0.20 fl. 0z.)] [Apply one tube (6.0 ml) (0.20 fl. 0z.) as a spot or stripe to the dog’s back
between the shoulder blades.}

STORAGE AND DISPOSAL
Do not contaminate water, food or feed by storage or disposal.
Pesticide Storage: Do not remove tube from the pack until ready to use. Store in
a cool (below 25° C) dry place inaccessible to children and pets. Do not
refrigerate. Protect from direct sunlight.
Pesticide Disposal: If empty: do not reuse this container. Place in trash or offer
for recycling if available. If partially filled: Call your local solid waste agency or
1-800-CLEANUP for disposal instructions. Never place unused product down any
indoor or outdoor drain.

[Sergeant’s Cyphenothrin Squeeze-On for Dogs is an effective and easy to use
product.][As with all flea and tick control products, Sergeant’s Cyphenothrin Squeeze-On
for Dogs should be used as part of a [an overall] [complete]} program [aimed
at][to][intended to}[reduce] reducing flea populations in the dog’s environment (bedding,
carpets, kennel, yard).] [Consult your retailer for program recommendations.}

Visit us at: www.scrgeants.com

Made in the USA

[Sergeant’s is committed to providing high quality products. If you have any questions or
comments about this product, please write: Sergeant’s Consumer Response: P.O. Box
540399, Omaha, NE 68154-0399.]

[In case of emergency, call 1-800-781-4738.]
[Non-emergency, call 1-800-224-PETS]

[WARRANTY: SERGEANT’S PET CARE, INC. MAKES NO WARRANTY OF
MERCHANTARBILITY, FITNESS FOR ANY PARTICULAR PURPOSE, OR
OTHERWISE, EXPRESSED OR IMPLIED, CONCERNING THIS PRODUCT OR ITS
USES WHICH EXTEND BEYOND THE USE OF THE PRODUCT UNDER NORMAL
CONDITIONS IN ACCORDANCE WITH THE STATEMENT MADE ON THIS
LABEL]

Manufactured by:

Sergeant’s Pet Care Products, Inc.
QOmaha, NE 68130-1703

[BAR CODE AREA]

EPA Reg. No. 2517-85
EPA Est. No.
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[MASTER LABEL-TUBE/APPLICATOR LABEL]

PANELS-

Sergeant’s Cyphenothrin Squeeze-On for Dogs, [Box/Icon with cat image and
cross-out], [1.5 m1] [0.05 {l. 0z.] or [3.0mi] [0.10 fl. 0z.] or [4.5ml] [0.15 {l. 0z.]
or [6.0 mI] [0.20 {l. 0z.], Active Ingredient: Cyphenothrin 40.0% W/W;

READ DIRECTIONS/PRECAUTIONS BEFORE USING. CAUTION: KEEP
OUT OF REACH OF CHILDREN, EPA REG. NO. 2517-85
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& Exponent
E‘%pﬁﬁ@ﬁg 1730 Rhode lsland Ave,, NW

Suite oo
Washington, DC 20036

telephone 202-772-4900
facsimile zo02-772-40%9
WS, I".‘XPO nHeni.coin

January 3, 2007

Sherada Hobgood

U.S. Environmental Protection Agency (NOTIF)
Office of Pesticide Program (7504 F)

Room $-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Subject: I.abel Notification
Sergeant’s Cyphenothrin Squeeze-On for Dogs
EPA Registration Number 2517-85
Project No. WD00758.000

Dear Ms. Hobgood:

On behalf of our client, Sergeant’s Pet Care Products, Inc. (EPA Company Number
2517), Exponent is submitting a notification for a revised label for the product Sergeant’s
Cyphenothrin Squeeze-On for Dogs (EPA Registration Number 2517-85), containing the
registered active ingredient cyphenothrin. Please find the following information enclosed
in support of this notification:

» EPAForm 8570-1
s Product label (5 copies)

The enclosed label has been updated to clarify a few minor changes. A copy of the label
with all changes highlighted is enclosed.

This notification is consistent with the provisions of PR Notice 98-10 and EPA

regulations at 40 CFR 152.46, and no other changes have been made to the labeling oz the .
confidential statement of formula of this product. I understand that it is a viciation of 18,
U.S.C. Sec. 1001 to willfully make any false statement to EPA. 1 further undérstand that. - )
if this notlﬁca‘uon 18 not con51stent w1th the terms of PR Notice 98- 10 and 4(¢ \,}“ e

rrrrr

actlon and penalties under sections 12 and 14 of FIFRA.
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If you have any questions, please contact me at (202) 772-4964.

S?perely, J
Mdun };’Wa/
Shemi Gray

Authonzed Representative of
Sergeant’s Pet Care Products, Inc.

Enclosures

ce: George LaRocca, EPA
Susan Kane, Sergeant’s

Larry Nouvel, Nouvel
Jim Messina, Exponent

P aosoro:
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.e“‘;;‘% UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

£ 3
%m g WASHINGTON, D.C. 20460
- pnoﬁ-d&?
OFFICE OF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES
01/1172007
MEMORANDUM

SUBJECT:  Cyphenothrin: Response to Sergeant’s Pet Products, Inc. Comments on
HED’s Review of the Draft Protocol (D330741), “Dislodgeability of
Gokilaht from the Haircoat of Dogs Treated with a Spot-On Formulation:”
DP Barcode: 333535, PC Code: 129013

FROM: Wade Britton, MPH, Risk Assessor/ Industrial Hygienist
Reregistration Branch 3
Health Effects Division (7509P)

THROUGH: Christina Swartz, Branch Chief
Registration Branch 2
Health Effects Division (7509P)

TO: George LaRocca and Linda DeLuise
Insecticides Branch
Registration Division (RD) (7505P)

This document serves as a response to Sergeant’s Pet Products, Inc. comments on
“Cyphenothrin: Review of Sergeant’s Pet Products, Inc. Draft Protocol, “Dislodgeability
of Gokilaht from the Haircoat of Dogs Treated with a Spot-On Formulation (D330741,
09/21/06)” A memo was submitted by Exponent, on behalf of Sergeant’s Pet Products,
Inc. confirming that the registrant plans to conduct a cyphenothrin-specific
dislodgeability study according to EPA’s revised protocol upon receiving final feedback
from the Agency in reference to the submitted comments, In particular, the registrant
requested that the Agency provide further explanation for differences observed between
the Agency’s draft dislodgeability study protocol for pet spot-on products and previous
protocol requirements. This memo provides responses to the following comments.

Page 1 of 4
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Commentl. EPA has amended the protocol to require application via syringe, rather
than from the final package in which the product will be distributed, as was previously
required. To maximize flexibility for the registrant, Sergeant’s requests that the Agency
allow application via either final packaging or a syringe as appropriate,

Re: HED concurs. The amended protocol referenced in HED’s response to the registrant
(D330741) was derived from a draft dislodgeability protocol for pet spot-on products
composed by HED. It was altered slightly to be specific for Sergeant’s pet spot-on study.
The current general draft protocol allows for application by either final packaging or by

syringe.

Comment2. The addition of the pilot/preliminary 5 dog study and the “hand to mouth”
component to the experimental study significantly increase the number of animals
required, but the scientific benefit of these components, if any, may not be worth the extra
cost. Typical EPA pet animal protocols require a minimum of 6 subjects per test group.
However, with the “pet hug” and "hand to mouth” scenarios, a total of 20 dogs will be
used. Furthermore, the additional cost of the 25 required laboratory-bred Beaglas* is
prohibitive for a study of this nature.

Re: As described in EPA’s review of Sergeant’s pet protocol (D330741), the Agency
determined that the pilot study “should reduce the number of replicates required for each
time interval, while producing results representative of exposure to residues on the pet.”
The study director should make use of the pilot study to determine the point at which
saturation occurs, or where increasing the number of replicates does not provide
additional information. This should increase the potential for useful data to be derived
from the experimental portion of the study by limiting the possibility of non-detects or
the need for additional, unnecessary samples beyond saturation.

HED concurs that while the addition of the “hand to mouth” component to the draft
dislodgeability protocol for pet spot-on studies could be useful to explore this once daily
event, it may be costly for the registrant. The Agency can make use of the “pet hug” data
derived from the dislodgeability study (pilot and experimental studies) and extrapolate
these data for application to any assessed “hand to mouth™ scenarios.

Comment 3. The protocol for the pilot/ preliminary 5 dog study does not provide
sufficient detail to ensure that the determination of the study direcior regarding the
procedures for the field portion of the study will be acceptable to the Agency upon
review. The decision appears to be subjective; therefore, we request that the Agency
provide clearer guidance. Specifically, EPA should articulate the criterion by which the
appropriate number of stroking simulations to be performed will be defermined.

Re: Asdescribed in EPA’s review of Sergeant’s pet protocol (D330741), the Agency
recommends that, “it will be the duty of the study director to detemnine what number of
petting simulations is necessary to load the sampling media, or at which point increasing
the number of replicates provide no additional information.” To that end, the decision
will be subjective, as it relies upon the judgment and expertise of the study director. If
the registrant deems necessary, results and conclusions of the preliminary study (pilot)

Page 2 of 4
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can be reviewed by the Agency prior to the administration of the experimental study or a
conference call or meeting could be held to discuss preliminary results.

The draft dislodgeability protocol was conceived for the purpose of harmonizing and
improving the quality of the study data submitted for pet spot-on products. It is intended
to be interpreted as a guidance document for the execution of the dislodgeability studies.
The Agency is aware that interpretation of the draft protocol may vary widely and such
factors will be taken into account when results are submitted for review; however, the
Agency cannot control all factors which pertain to each study (e.g., data quality) and,
therefore, cannot ensure that results will be usable for risk assessment purposes.

Comment 4. In the hand to mouth portion of the experimental study added by the Agency,
the protocol indicates that sampling may be discontinued if and when two non-detect
samples are identified from the results of all glove samples for a given time period
analysis. However, for this portion of the study there is only one petting simulation that
takes place at 24 hours after the application of the product to the dogs. Therefore, the
discontinuance statements should be omitted from the protocol for the hand to mouth
COmponent.

Re: HED concurs. A pilot/ preliminary study should not be required for the “hand to
mouth” portion of the pet spot-on, and HED is not requiring Sergeant’s to perform this
portion of the study. The general draft protocol (not specific to Sergeant’s study) will be
corrected to specify that the pilot/ preliminary study will not include simulations for the
“hand to mouth” portion. The pilot study will still be required for the “pet hug” portion
of the pet spot-on study.

Comment5. EPA states that the second cotton glove will be used to determine if
breakthrough is occurring and that analysis of the nitrile glove will be required only
when breakthrough is observed. EPA should clarify how the analytical results from the
various gloves will be “combined’ (as indicated in A.9). Will % the LOQ or LOD be
added for all non-quantifiable or non-detectable residues from all three glove layers?
This could be exceedingly conservative in some cases. EPA should clarify how glove
analyses will be combined and analyzed,

Re: If results of the pilot study dictate that the 2 cotton glove layers and the Nitrile glove
layer are necessary, then the Agency will combine the resulting residue for all three
layers. 2 the LOQ/ LOD will be added for all non-quantifiable or non-detectable
residues for each glove layer required. HED recognizes the conservatism of this
approach and, if risks of concern were to result, the Agency would potentially
characterize the resulting risks as such. In addition, the Agency is willing to discuss other
options when the data are available.

Comment 6. Finally, Sergeant’s wishes to raise the issue of terminology. In the protocol
provided, the words “simulation” and “replicates” are used interchangeably and also in
distinct fashions. Sergeant’s suggests that the word "replicate” be associated with the
number of dogs (i.e., data gathered from 10 dogs will constitute 10 replicates) and that
the term “stroking procedure” be introduced, such that a “simulation” will consist of X

Page 3 of 4
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stroking procedures (where X is determined in the pilot study and the stroking procedure
is defined as in the current protocol). Sergeant’s believes that these or similar changes
in the terminology will improve the protocol.

Re: HED concurs. Draft protocol language will be altered to adopt the recommendation.
Please reflect recommended changes in the language drafted for the pet spot-on study.

Comment?7. Based on discussion with Agency personnel, Sergeant’s understanding is
that the use of the latex glove under the cotton glove removes the dislodgeability study
Jfrom consideration of the human testing review board. Please provide confirmation if
this is the Agency’s understanding as well.

Re: The Agency is currently debating this topic and many more in reference to the draft
study protocol for the dislodgeability pet spot-on products. It is the intention of HED to
submit the draft protocol to be reviewed by the human testing review board.

Comment 8. In addition to the above comments specific to the use of this protocol to
support Sergeant’s pending registration, Sergeant’s would Like to add a general comment
regarding this protocol as it may be used for other registrants or future Sergeant’s
products. While it seems intuitive that the transferable fraction measured for the "pet
hug” and “hand to mouth” scenarios will be different (due to the likely less intensive
contact associated with the hand to mouth scenario), one avenue to reduce the costs of
this study would be to allow registrants to conduct only the hug scenario. Sergeant's
suggests that the protocol include the flexibility for registrants to decide whether to
generate specific data for just the hug scenario or for both the hug and hand to mouth
scenario,

Re: HED concurs. While the addition of the “hand to mouth” component to the draft
protocol could be useful to explore this once daily event, it may be costly for the
registrant. The Agency can make use of the “pet hug” data derived from the
dislodgeability study and extrapolate these data for application to any assessed “hand to
mouth” scenarios. HED recommends that the registrant move forward with the study
disregarding the stroking procedure specific to the “hand to mouth” portion of the draft
protocol.

Page 4 of 4
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/~Re-07

Exponent

E‘\%pGHGEE\ 1730 Rheode lslapd Ave,, NW

Suite 1100

Washington, DC 20036

telephone z02-772-4900
facsimile 262-772-4970

Wwlv exponent.eoin

January 25, 2007

George LaRocca

U.S. Environmental Protection Agency
Office of Pesticide Program (7504 P)
Room $-4904, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Subject: Sergeant’s Cyphenothrin Squeeze-On for Dogs
EPA Registration Number 2517-85

Dear Mr. EaRocca:

On behalf of our client, Sergeant’s Pet Care Products, Inc. (EPA Company Number 2517),
Exponent is submitting the final printed label for the product Sergeant’s Cyphenothrin Squeeze-
On for Dogs (EPA Registration Number 2517-85), containing the registered active ingredient
cyphenothrin. Please find the following information enclosed:

* EPA Form 8570-1
» Product label (3 copies)

The enclosed label has been revised to reflect the changes required in the Stamped Approved
Label dated November 22, 2006. If you have any questions, please contact me at (202) 772-
4916.
- NOT REVIEWED
Sincerely, L Accoraancs with PR Nodice 82 o
Y Based On Draft Labeling Dateq - .-;fg 2

? - SR . . 2

(o dtess =

Carrie Daniels ) s

Authorized Representative of e
Sergeant’s Pet Care Products, Inc.

Enclosures

ce: Susan Kane, Sergeant’s
Larry Nouvel, Nouvel
Jim Messina, Exponent
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Fiease read instruclions on reverse before v. .pleting form.

Form Approved. OMB No. 2070-0060

United Siot03

EPA

Environmental Protection Agency
Waghington, £C 20480 X

prmemney

Registration
Amendment
Other

OPP ldentifiar Nurebor

Application for Pesticide - Section |

1. Company/{Ptoducs: Numbar
2517-85

2. EPA Product Menager
George LaRoceca

3. Proposed Classification

MNOM U Rostricted

4. Company/Product (Nama}
Sergeants Cyphenothrin Squeeze-On for Dogs

P
13

5. Nome snd Addross of Applicant fincludo Z/FP Code)

Sergeant's Pet Care Products, Inc.
2637 South 158 Plaza
Omazha, NE 68130

] E Check if this rs & oW 8ddress

{o:
EPA Reg. No.

6. Expedited Reveiw. In accordance with FIFRA Section 3{ch3)
{hiii}, my product is similat or rdentical in composition and labeling

Product Name

Saction -}l

—
[ ] Bt vt el n repsanse t© o ombser 22, 2006

*Me Too" Application.

D Othot - Explain bolow.

I ] Ameondmeont - Exploin below.

D Rosubmission in rosponso to Agancy letter doted _..

D Notiticotlon - Explain belovr,

Explanation: Use edditionol pogels! if nacosaary, {For soction ¢ end Saction Il

Submission of a Final Printed Label

Section - i

t. Material This Product Will 8a Pockaged In:

Child-Rosiztant Packaging Unit Pockaging Wator Soluble Peckeging 2. Type of Cantainer
' 1 Yos L% Yosa o Yes Mata!
H , ! i Plastic
(I o ) i No Glaag
.. . If "Yes” No., par If "Yog" No. par Popar
* cemﬁcfﬂ"" must Unit Packaging wgt. containor Package wgt containar Cthor (Spocity)
be submitted }

3. Locstion of Not Contants informotion 4. Sita{s] Retail Contoiner 5. Location of Label Qiroctions

U Ceonteinor u

Label
6. Mannar in Which Label is Affixed to Product Lithograph [ ] other
Papar Pluod
Stonciled
Section - IV
1. Contact Point {Complars frems directly below for fdentificaiion of individual to be contacted, if nocessary, fo process this spplication.}
Namo Title Tetophona No. {Inélide’ Araa Code)
Carrie Daniels Authorized Representative 202-772-4916 "
PRI G
Certification §.Oate Application
| certify thot the statemonta § have made on this form ond sll ettachments tharate ars true, eccurats and cnm&latsj i Raceived
| acknowled ge that sny knowlinglly false or misleading statomont may ba punishable by fina ot lmpnsorunent or ; {3tatnped)
both undar applicable law, Vese . ie
2. Sians!uro 3. Titto L T
@A&m@m\ Authorized Representative - -
4. Typed Nama 5. Gato L - g
Carrie Daniels { / A
L2510 &
Whha -~ EPA File Copy loriginsl) Yellow - Appheant Copy

EPA Form 8570-1 [Rov. 2.84] Provious aditions are obsolots.



JABN .
[ABN:
[ABN.
JABN:

[MASTER CARTON/PACK LABEL-FRONT PANEL)]

Sergeant’s Cyphenothrin
Squeeze-On for Dogs

Sergeant’s Silver Flea and Tick Squeeze-On for Dogs]
Sergeant’s Silver Squeeze-On for Dogs]
Sentry XFC Squeeze-On for Dogs]

Sentry XFC Flea and Tick Squeeze-On for Dogs)

DO NOT USE ON CATS [Box/Icon with cat image and cross-out]

[Flea & Tick control for dogs and puppies over 12 weeks of age]
[Three in one protection [Kills fleas, ticks and mosquitoes]
[[Three] [3] Way Protection [Kills fleas, ticks and mosquitoes]
[Three in one protection! Kills fleas, ticks and mosquitoes]

[Up to 4 week Flea and Tick Treatment]

[Up to 4 week Flea and Tick Control][4 week [monthly] protection]
[Monthly flea and tick control]

[For dogs & puppies (over 12 weeks of age) More than 9 lbs.]
[For dogs & puppies {over 12 weeks of age) 9 to 20 lbs]

[For dogs & puppies (over 12 weeks of age) 21 to 39 Ibs]

[For dogs & puppies (over 12 weeks of age) 40 to 60 Ibs]

[For dogs & puppies (over 12 weeks of age) 61 1bs and over]

[Three applications (for cartons with 3 applications)] and/or [3 month supply]

or [12 week supply]

[For dogs [9 Ibs and up] or [9 1bs to 20 1bs] or [21 Ibs to 39 Ibs] or [40 lbsto

60 lbs] or [61 lbs and over]

[Best if used year round!]

[Kills & Repels fleas up to [4 weeks]!]

Kills [& repels] fleas in as little as 1 hour!]

Kills [& repels] ticks in as little as 3 hours!] 23
[Kills & Repels ticks for up to [4 weeks]!] T
[Kills & Repels deer ticks (vector of lyme disease) for up to 4 weeks!]
[Kills & Repels ticks (including deer ticks) for up to 4 weeks!)

[Xills & Repels brown dog ticks [(Rhipicephalus sanguineus)] for up to 4
weeks! |

[Kills & Repels American dog ticks [(Dermacentor variabilis)] for up to 4
weeks!]

[Apply every [4 weeks]!][1 month]

[Up to 4 weeks of flea & tick treatment!]

[Kills [& Repels] fleas and ticks for up to 4 weeks!]

[Kills [and Repels] mosquitoes]

FRERER
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» [Dogs can be bathed 24 hours after squeeze-on is applied]

» [Reapply once every 4 weeks.] [Reapply monthly]

» [May contain graphics illustrating product use, e.g., dog with a drop falling
onto its neck from a vial on front, side, or back carton label and/or applicator
labeling.]

[NOTE: Text or images in [ ] on this label denotes optional statements and/or images
that may be used on front, back, sides, top or bottom of carton/pack and/or tube label

panels.]

ACTIVE INGEDIENTS:
Cyphenothnin (CAS # 39515-40-7)....... 40.0%
OTHER INGREDIENTS:........................ 60.0%
TOTAL:. ... 100.0%

[NOTE: Due to limited size of carton/pack labeling, the “Ingredient Statement” may be
placed to “prominently” appear on the Back Carton/Pack label panel]

KEEP OUT OF REACH OF CHILDREN
CAUTION

See [back] [or] [side] label panel[s] for additional precautionary statements

NET CONTENTS: [Three] [Six] [Twelve] 1.5 ml (
[Three] [Six] [Twelve] 3.0 m] {
[Three] [Six] [Twelve] 4.5 ml (
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[MASTER CARTON/PACK LABEL —~ BACK/SIDE PANELS]

Sergeant’s Cyphenothrin
Squeeze-On for Dogs

[DO NOT USE ON CATS] [Box/icon with cat image and cross-out]

READ ENTIRE LABEL BEFORE EACH USE.
USE ONLY ON DOGS AND PUPPIES OVER 12 WEEKS OF AGE.
DO NOT USE ON CATS

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS AND DOMESTIC ANIMALS
CAUTION: Causes moderate eye irritation. Avoid contact with skin, eyes or clothing.
Harmful if swallowed or absorbed through skin. Wash thoroughly with soap and water
after handling.

FIRST AID

If in eyes o Hold eye open and rinse slowly and gently with water
for 15-20 minutes.

¢ Remove contact lenses, if present, after the first 5
minutes, then continue rinsing eye.

» (all a poison control center or doctor for treatment
advice.

If swallowed s Call a poison control center or doctor immediately for
treatment advice.

» Have person sip a glass of water if able to swallow.

* Do not induce vomiting unless told to do so by the
peison control center or doctor.

* Do not give anything by mouth to an uncenscious
person.

If on skin or » Take off contaminated clothing.

clothing » Rinse skin immediately with plenty of water for 15-20
minutes.

» (Call a poison control center or doctor for treatment
advice.

HOTLINE NUMBER
Have the product container or labe] with you when calling a poison control center
or doctor, or going for treatment. You may also contact 1-800-224-PETS for
emergency medical treatment information.

NOTE TO PHYSICIAN OR VETERINARIAN
Treat patient symptomatically
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DIRECTIONS FOR USE

It is a violation of Federal law to use this product in a manner inconsistent with its
labeling. DO NOT USE ON CATS. May be toxic and potentially fatal if applied to or
ingested by cats.

How to apply: Remove product tube from package. Holding tube with top end pointing
up and away from face and body, [snap or] cut off top end. Invert tube over dog and use
open end to part dog’s hair. Squeeze tube firmly to apply all of the solution to the dog’s
skin, as directed below. Repeat application may be made if necessary, but do not apply
more often than once every 4 weeks.

For Dogs Weighing 9 1bs. to 20 1bs.: [For cartons containing 1.5 ml (0
applicator tubes] Apply one tube (1.5 ml)_( 3 as a spot or stripe to the dog’s
back between the shoulder blades.

For Dogs Weighing 21 lbs. to 39 lbs.: [Forc
applicator tubes] [Apply two tubes (1.5 ml) (005
back between the shoulder blades. [For cartons ¢
applicator tube] [Apply one tube (3.0 ml)
back between the shoulder blades. ]

For Dogs Weighing 40 lbs. to 60 1bs.: [Forq

as a spot or strlp to the
and apply | the contents of the other tube (3.0 ml) (
[For cartons containing one tube (6.0 ml)
1: 0z:) as a spot or stripe to the dog’s back

:2.)] [Apply one tube (6.0 ml) (€
between the shoulder blades.]
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STORAGE AND DISPOSAL
Do not contaminate water, food or feed by storage or disposal.
Pesticide Storage: Do not remove tube from the pack until ready to use. Store in
a cool (below 25° C) dry place inaccessible to children and pets. Do not
refrigerate. Protect from direct sunlight.
Pesticide Disposal: If empty: do not reuse this container. Place in trash or offer
for recycling if available, If partially filled: Call your local solid waste agency or
1-800-CLEANUP for disposal instructions. Never place unused product down any
indoor or outdoor drain,

[Sergeant’s Cyphenothrin Squeeze-On for Dogs is an effective and easy to use
product.][ As with all flea and tick control products, Sergeant’s Cyphenothrin Squeeze-On
for Dogs should be used as part of a [an overall] [complete] program [aimed
at][to][intended to][reduce] reducing flea populations in the dog’s environment (bedding,
carpets, kennel, yard).] [Consult your retailer for program recommendations.]

WWw . sergeants.com

Made in the USA

[Sergeant’s is committed to providing high quality products. If you have any questions or
comments about this product, please write: Sergeant’s Consumer Response: P.O. Box
540399, Omaha, NE 68154-0399.]

[In case of emergency: call 1-800-224-PETS]

[WARRANTY: SERGEANT’S PET CARE, INC. MAKES NO WARRANTY OF
MERCHANTABILITY, FITNESS FOR ANY PARTICULAR PURPOSE, OR
OTHERWISE, EXPRESSED OR IMPLIED, CONCERNING THIS PRODUCT OR ITS
USES WHICH EXTEND BEYOND THE USE OF THE PRODUCT UNDER NORMAL
CONDITIONS IN ACCORDANCE WITH THE STATEMENT MADE ON THIS
LABEL]

Made in the USA For:

Sergeant’s Pet Care Products, Ine,
Omaha, NE 68130-1703

[BAR CODE AREA]

EPA Reg. No. 2517-85
EPA Est. No.
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[MASTER LABEL-TUBE/APPLICATOR LABEL]

PANELS-

Sergeant’s Cyphenothrin Squeeze-On for Dogs, {Box/Icon with cat image and
cross-out], {1.5 mi] [ or [4.5 mi] [{
0 ctive Ingredients: Cyphenothrin 40.0%; Other

Ingredients: 60.0%

READ DIRECTIONS/PRECAUTIONS BEFORE USING. CAUTION: KEEP
QUT OF REACH OF CHILDREN, EPA REG. NO. 2517-85
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] EPA Reg. Date of

U.S. ENVIRONMENTAL PROTECTION Number : Issuance:

AGENCY 2517-85 UYL 42
O0ffice of Pesticide Programs (Term of Issuance:
Registration Division (7505P) Conditional

1200 pPennsylvania Avenue, N.W.

Washington, D.C. 20460 Name of Pesticide Product:

Sergeant’s Cypernochrin
Scqueeze- On for Dogs

NOTICE OF PLSTICIDE:
X Registration
__... Reregistration

(Under FIFRA as amended)

Name and Address of Registrant (include ZIP Code}:
Sergeant’s Pet Care Products, Inc.

2637 South 158 pPlaza, Suite 190

Omeha, NE 68130-~1703

On the basis of information Zurnished by the registrant, the above named pesticide
is hereby registered/reregistered under the Federal Insecticide, Pungicide and
Rodenticide Act.

Ragistiration 1S in no way to be construed as an endorsement oy recommendation of
this product by the Agency. In order to protect health and the environment, the
Administrator, on his motion, may at any time suspend or cancel the registration of
a pesticide in accordance with the Act. The acceptance of any name in connection
withk the registration of z product under this Act is not to be comstrued as giving
the regisirant a right to exclusive use of the name or to its use if it has be=n
covered by others.

This product is ceonditicnelly registered in accordance with FIFRA sec.
3{c) (1) (A) {Blprovided that:

1. You will submit and/or cite all data required for registration/reregiscration
of your product under FIFRA sec. 3(c) (5) when the Agency requires all
registrants of similar products to submit such data; and submit acceptable
responses reguired Zor reregistration of vour producc under FIFRA section §.

2. You submit a&s agreed the data listed below canducted in accardance with 40CFR
Part 158 test guidelines or agreed upon protocols:

Title of study Guldeline Reference Datce
Nunber
Cyphenothrin-specific Within 9 months of acceptance
Dislodgeability Study (dogs) Na of protocol*
Efficacy Study of a Cyphenothrin 816-1090,30080, Protocol submitted within one
Spor~On Against fleas, ticks and 3300 month of Notice of Registration.

Study submitted within 9 months

Mosguitoes
of acceptance of protocel.*

Signature of Approving 0fficial: | Dace: _
- ca
/% \,.%ﬁff/f 1 o rrrrier Sl P O

"
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]

page 2
EPA Reg. No. 2517-85

*¥ou must submit a protocol prior to conducting the efficacy for
hgency review and approval. We note that the protocel for Cyphenothrin
dislodgeability study is currenily under review.

3, ¥You will make the following label changes before you release the
product for shipment:

a. Revise the EPA Registration Number to read “EPA
Registration Number 2517-85.7.

b. Under Birections for Use replace “as a continuous stripe on
the dog’'s back sztarting between the shoulder blades and ending directly
in front of the base of the dog's tail® with *from the back of the neck
te a point midway between the neck and tail”. Make the same change to
the directions beginning, *as a spot or sgtripe to the dogs back
directly in front..snd “apply the contents of the other tube along the
dog’s back ..”.

c. The net contents must be expressed in terms of U.5. liguid
units or measurements &lsoc. It iz recommended that the application
rates alse include US units of measurement.

page 3

EPA Reg. No. 2517-85

ACUTE TOXICITY REVIEW

STUDY MRID CATEGORY CLASSIFICATION
Bcute Oral 463166103 Iir Boceptable
Acute Permal 46166104 1T Acceptable
Acute rnhalation Iv Waived

Eye Irritation 46166105 IiT . Acceptable
Dermal irritation 46166106 iv Acceptable
Dermal Sensitization 46166107 Negative  Acceptable

d. Delete “Pleasant and Fresh Scent or Fragrance® since there is
no fragrance in the formulation.

e. Move the paragraph beginning, “For External Use on Dogs Only ..
etc.” and to the directionsg for use sgection of the label.
2
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f. bDelete *Water Proof formula”. No data was submitted to support
this claim.

3. You must generate studies corresponding to guidelines 830.6317 {one

vear storage stability) and 830.6320 (corrosion characteristics). The
observations must bel made at 0, 3, 6, 9, and 12 months intervals. The
results must be submitted to the Agency along with and electronic

format also.

4. Pleage submit three {3} copies of your final printed labeling before
releasing the product for shipment. If these conditions are not
complied with, &he registration will be subject to cancellation in
accordance with FIFRA section 6({e}. Your release for shipment of the
product bearing amended labeling constitutes acceptance of these
conditions. A stamped copy of the label is enclosed for your records.

If vou have any guestions regarding this action, please contact
Linda A. peLulse of my tean at {703} 305-5428.
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[ABN:
[ABN:
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[MASTER CARTON/PACK LABEL-FRONT PANEL]

Sergeant’s Cyphenothrin
Squeeze-On for Dogs
Sergeant’s Silver Flea and Tick Squeeze-On for Dogs]
Sergeant’s Silver Squeeze-On for Dogs]
Sentry XFC Squeeze-On for Dogs]
Sentry XFC Flea and Tick Squeeze-On for Dogs]

DO NOT USE ON CATS [Box/Icon with cat image and cross-out]

[Pleasant fresh scent {or] Fragrance [or] “a specific fragrance(s) will be
identified”]

[Flea & Tick control for dogs and puppies over 12 weeks of age]

[Three in one protection [Kills fleas, ticks and mosquitoes]

[[Three] [3] Way Protection [Kills fleas, ticks and mosquifces]

[Three in one protection! Kills fleas, ticks and mosquitoes]

[Up to 4 week Flea and Tick Treatment]

{Up to 4 week Flea and Tick Control}{4 week {monthly] protection]
[Monthly flea and tick control}

[For dogs & puppies (over 12 weeks of age) More than 9 Ibs.]

[For dogs & puppies (over 12 weeks of age) 9 to 20 Ibs]

{For dogs & puppies (over 12 weeks of age) 21 to 39 Ibs]

[For dogs & puppies {over 12 weeks of age} 40 to 60 Ibs]

{For dogs & puppies (over 12 weeks of age) 61 Ibs and over)

[Three applications (for cartons with 3 applications}] and/or [3 month supplv]
or {12 week supply]

[For dogs [9 Ibs and up] or [9 Ibs to 20 Ibs]or {21 Ibs to 39 Ibs] or [40 %&&E?TEB

60 Ibs] or [6] lbs and over] with COMMENTS
[Best if used year round!] In EPA Letior Pated:
[Kills & Repels fleas up to [4 weeks]!] et nn
Kills [& repels] fleas in as little as 1 hour!] Gnder fs ottt faii e,
Kills {& repelis] ticks in as little as 3 hours!] Fungicide, snd Rodenticide Acl,
[Kills & Repels ticks for up to [4 weeks]!] e e B Tro. Mo
e el

[Kills & Repels deer ticks {vector of lyme disease} for up to 4 weelkst
[Kills & Repels ticks (including deer ticks) for up to 4 weeks!)

[Kills & Repels brown dog ticks [(Rhipicephalus sanguineus)] for up to 4
weeks!]

[Kills & Repels American dog ticks [(Dermacentor variabilis)] for up to 4
weeks!]

[Apply every [4 weeks]![] month]

[Up to 4 weeks of flea & tick treatment!]

[Kills [& Repels] fleas and ticks for up to 4 weeks!]

[Kills {and Repels] mosquitoes]
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[ Waterproof formula]
e [Dogs can be bathed 24 hours after squeeze-on is applied]
[

Reapply once every 4 weeks.] [Reapply monthly]
¢ [May contain graphics illustrating product use, e.g., dog with a drop falling
onto its neck from a vial on front, side, or back carton label and/or applicator

labeling,.]

[NOTE: Text or images in [ ] on this label denotes optional statements and/or images
that may be used on front, back, sides, top or bottom of carton/pack and/or tube label

panels.]

ACTIVE INGEDIENTS:
Cyphenothrin (CAS # 39515-40-7)....... 40.0%
OTHER INGREDIENTS: ........................ 60.0%
TOTAL:.. .., 100.0%

[NOTE: Due to limited size of carton/pack labeling, the “Ingredient Statement” may be
placed to “prominently” appear on the Back Carton/Pack label panel]

KEEP OUT OF REACH OF CHILDREN
CAUTION
See {back] [or] [side] label paneifs] for additional precautionary statements
NET CONTENTS:  [Three] [Six] [Twelve] 1.5 ml tubes, or
[Three] [Six] [Twelve] 3.0 ml tubes, or

[Three] [Six] {Twelve] 4.5 mi tubes, or
[Three] [Six] [Twelve] 6.0 mi tubes
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[MASTER CARTON/PACK LABEL - BACK/SIDE PANELS]

Sergeant’s Cyphenothrin
Squeeze-On for Dogs

[DO NOT USE ON CATS] [Box/icon with cat image and cross-out]

READ ENTIRE LABEL BEFORE EACH USE.
USE ONLY ON DOGS AND PUPPIES OVER 12 WEEKS OF AGE.

DO NOT USE ON CATS

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS AND DOMESTIC ANIMALS
CAUTION: Harmful if swallowed or absorbed through skin. Causes moderate eye
irritation. Avoid contact with skin, eves or clothing, Wash thoroughly with soap and
water after handling. FOR EXTERNAL USE ON DOGS ONLY. Do not use on puppies
under 12 weeks of age. Consult a veterinarian before using this product on debilitated,
aged, medicated, pregnant, or nursing dogs. Consult a veterinarian before using on dogs
with known organ dysfunction. DO NOT USE ON CATS or animals other than dogs.
Cats that actively groom or engage in close physical contact with treated dogs may be at
risk of serious harmful effects. Sensitivities may occur after using ANY pesticide product
on pets. If signs of sensitivity occur bathe your dog with mild soap and rinse with large
amounts of water. If signs continue, consult a veterinarian immediately,

FIRST AID

If in eyes e Hold eye open and rinse slowly and gently with water
for 15-20 minutes.

e Remove contact lenses, if present, after the first 5
minutes, then continue rinsing eye.

e (Call a poison control center or doctor for treatment
advice.

If swallowed e Call a poison control center or doctor immediately for
treatment advice.

e Have person sip a glass of water if able to swaliow.

e Do not induce vomiting unless told to do so by the
poison control center or doctor.

e Do not give anything by mouth to an unconscious

person.
If on skin or e Take off contaminated clothing.
clothing e Rinse skin inumediately with plenty of water for 15-20
minutes.
o Call a poison control center or doctor for treatment
advice,

42



HOTLINE NUMBER
Have the product container or label with you when calling a poison control center
or doctor, or going for treatment. You may also contact 1-800-224-PETS for
erergency medical freatinent information.
NOTE TO PHYSICIAN OR VETERINARIAN
L Treat patient symptomatically ]

DIRECTIONS FOR USE
It is a violation of Federal law to use this product in a manner inconsistent with its

labeling. DO NOT USE ON CATS. May be toxic and potentially fatal if applied to or
ingested by cats.

How to apply: Remove product tube from package. Holding tube with tep end pointing
up and away fron1 face and body, [snap or] cut off top end. Invert tube over dog and use
open end to part dog’s hair. Squeeze tube firmly to apply all of the solution to the dog’s
skin, as directed below. Repeat application may be made if necessary, but do not apply
more often than once every 4 weeks.

For Dogs Weighing 9 1bs. to 20 1bs.; {For cartons containing 1.5 ml applicater tubes]
Apply one tube (1.5 ml} as a spot or strip to the dog’s back between the shoulder blades.

For Drogs Weighing 21 1bs. to 39 Ibs.: [For cartons confaining two 1.5 mi applicator
tubes] [Apply two tubes (1.5 ml) as a spot or stripe to the dog’s back between the
shoulder blades.] [For cartons containing one 3.0 ml applicator tube] {Apply one tube
(3.0 ml) as a spot or stripe to the dog’s hack between the shoulder blades.]

For Dogs Weighing 40 Ibs. to 60 lbs.: [For cartons containing three 1.5 ml applicator
tubes] [Apply two tubes (1.5 ml) as a spot or stripe to the dog’s back between the
shoulder blades and apply the third tube as a spot or stripe to the dog’s back directly in
front of the base of the tail.] [For cartons containing one tube (4.5 ml}] [ Apply one tube
{4.5 ml) as a continuous stripe on the dog’s back starting between the shoulder blades and
ending directly in front of the base of the dog’s tail.]

For Dogs Weighing 61 lbs, and Over [For cartons containing at least four 1.5 ml
applicator tubes] [Apply two tubes (1.5 ml) as a spot or stripe to the dog’s back between
the shoulder blades and apply the contents of the other two tubes (1.5 ml) along the dog’s
back extending to directly in front of the base of the tail.] or [For cartons containing at
lease two 3.0 ml applicator tubes] [Apply one tube (3.0 ml) as a spot or strip to the dog’s
back between the shoulder blades aud apply the contents of the other tube (3.0 ml) along
the dog’s back extending to directly in front of the base of the tail.] [For cartons
containing one tube {6.0 ml)] {Apply one tube {6.0 ml} as a spot or stripe to the dog’s
back between tlie shoulder blades.]
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STORAGE AND DISPOSAL
Do not contaminate water, food or feed by storage or disposal.
Pesticide Storage: Do not remove tube from the pack until ready to use, Store in
a cool (below 25° C) dry place inaccessible to children and pets. Do not
refiigerate. Protect from direct sunlight.
Pesticide Disposal: If empty: do not reuse this container. Place in trash or offer
for recycling if available. If partially filled: Call your local solid waste agency or
1-800-CLEANUP for disposal instructions, Never place unused product down any

indoor or outdoor drain.

[Sergeant’s Cyphenothrin Squeeze-On for Dogs is an effective and easy to use
product.]J[As with all flea and tick control products, Sergeant’s Cyphenothrin Squeeze-On
for Dogs should be used as part of a [an overall] [complete] program [aimed
at]{to}{intended to]{reduce] reducing flea populations in the dog’s environment (bedding,
carpets, kennel, yard).] [Consult your retailer for program recommendations. ]

WW serveants.conl

Made in the USA

[Sergeant’s is committed to providing high quality producis. If you have any questions ot
comments about this product, please write: Sergeant’s Consumer Response: P.O. Box
540399, Omaha, NE 68154-0399.]

[In case of emergency, call 1-800-224-PETS.]

[WARRANTY: SERGEANT’S PET CARE, INC. MAKES NO WARRANTY OF
MERCHANTABILITY, FITNESS FOR ANY PARTICULAR PURPOSE, OR
OTHERWISE, EXPRESSED OR IMPLIED, CONCERNING THIS PRODUCT OR ITS
USES WHICH EXTEND BEYOND THE USE OF THE PRODUCT UNDER NORMAL
CONDITIONS IN ACCORDANCE WITH THE STATEMENT MADE ON THIS

LABEL.]

Made in the USA For:

Sergeant’s Pet Care Products, Inc,
Omaha, NE 68130-1703

[BAR CODE AREA]

EPA Reg. No. 2517-
EPA Est, No.
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Label Comments st
a. 2517=IClaims

[MASTER CARTON/PACK LABEL-FRONT PANEL]

Sergeant’s Cyphenothrin
Squeeze-On for Dogs

ABN : Sergeant’s Silver Flea and Tick Squeeze-On for Dogs
ABN: Sergeant’s Silver Squeeze-On for Dogs
ABN: Sentry XFC Squeeze-On for Dogs

ABN:

Sentry XFC Flea and Tick Squeeze-On for Dogs

DO NOT USE ON CATS (Box/Icon with cat image and cross-out]
[Pleasant fresh scent [or] Fragrance [or] “a specific fragrance(s) will be
identified’"]

[Flea & Tick control for dogs and puppies over 12 weeks of age]
[Three in one protection (Kills fleas, ticks, and mosquitoes

(Three Way Protection (Kill fleas, ticks, mosquitoes] [forup toldays] ]

(Three in one protection! Kills ticks, and)
[Up to 4 week Flea and Tick Treatment]
{Up to 4 week Flea and Tlck Control]

[For dogs & puppms (over 12 weeks of age) More than 9 1bs.]

[For dogs & puppies (over 12 weeks of age) 9 to 20 1bs]

[For dogs & puppies (over 12 weeks of age) 21 to 39 Ibs]

[For dogs & puppies (over 12 weeks of age) 40 to 60 1bs]

[For dogs & puppies (over 12 weeks of age) 61 1bs and over]

[Three applications {for cartons with 3 applications)] and/or [3 month supply]
or [12 week supply]

[For dogs (9 1bs and up] or {9 1bs to 20 Ibs] or (21 1bs to 39 1bs] or [40 1bs to
60 1bs] or [61 1bs and over]

[Best if used year round!]

[Kills & Repels fleas up to [4 weeks]!]

([lfKills & Repelsticks forupto[4 weeks)']

[Kills & Repels deer ticks (vector of lyme disease) for up to 4 weeks']
[Kills & Repels ticks (including deer ticks) for up to 4 weeks!)

IKills & Repels brown dog ticks [(Rhipicephalus sanguineus)] for up to 4
weeks!]

[Kills & Repels American dog ticks ((Dermacentor variabilis)] for up to 4
weeks!]

[Apply every [4 weeks]!][1 month]

{Up to 4 weeks of flea & tick treatment!]

-11/28-
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» |[{Waterproof formula] _
[Dogs can be bathed 24 hours after. squeeze on is appllcd]

[Reapply once every 4 weeks.} [Reapply monthly]
{May contain graphics illustrating product vse, e.g., dog with a drop falling
onto its neck from a vial on front, side, or back carton label and/or applicator

labeling.]

fNOTE: Text or images in [ ] on this label denotes optional statements and/or
images that may be vsed on front, back, sides, top or bottom of carton/pack and/or

tube label panels.)

ACTIVE INGEDIENTS:
Cyphenothrin (CAS # 39515-40-7}....... 40.0%
OTHER INGREDIENTS:........................ 60.0%
TOTAL: . ...........ceiiieeeees 100.0%

[NOTE: Due to limited size of carton/pack labeling, the “Ingredient Statement”
may be placed to “prominently” appear on the Back Carton/Pack label panel]

KEEP OUT OF REACH OF CHILDREN
CAUTION
See [back] [or] [side] label panel[s] for additional precautionary statements
NET CONTENTS: [Three] [Six] [Twelve} 1.5 ml tubes, or
[Three] [Six] [Twelve} 3.0 ml tubes, or

[Three] [Six] [Twelve] 4.5 ml tubes, or
[Three] [Six} [Twelve] 6.0 ml tubes

-12/29-
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[MASTER CARTON/PACK LABEL ~ BACK/SIDE PANELS]

Sergeant’s Cyphenothrin
Squeeze-On for Dogs

(DO NOT USE ON CATS] [Box/icon with cat image and cross-out]

READ ENTIRE LABEL BEFORE EACH USE.
USE ONLY ON DOGS AND PUPPIES OVER 12 WEEKS OF AGE.
DONOT USE ON CATS

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS AND DOMESTIC ANIMALS
CAUTION: Harmful if swaltowed or absorbed through skin, Causes moderate
eye irritation. Avoid contact with skin, eves or clothing, Wash thoroughly with
soap and water after handling. FOR EXTERNAL USE ON DOGS ONLY. Do not
use on puppies under 12 weeks of age. Consult a veterinarian before using this
product on debilitated, aged, medicated, pregnant, or nursing dogs. Consult a
veterinarian before using on dogs with known organ dysfunction. DO NOT USE
ON CATS or animals other than dogs. Cats that actively groom or engage in close
physical contact with treated dogs may be at risk of serious harmfi:l effects.
Sensitivities may ocour after using ANY pesticide product on pets. If signs of
sensitivity occur bathe your dog with mild soap and rinse with large amounts of
water, If signs continue, consult a veterinarian immediately.

FIRST AID

If in eyes » Hold eye open and rinse slowly and gently with water
for 15-20 minutes.

» Remove contact lenses, if present, after the first 5
minutes, then continue rinsing eye.

¢ Call a poison control center or doctor for treatment
advice.

If swallowed + Call a poison control center or doctor immediately for
treatment advice.

» Have person sip a glass of water if able to swallow.
Do not induce vomiting ualess told to do so by the
poison conirol center or doctor.

¢ Do not give anything by mouth to an unconscious

person.
¥f on skin or e Take off contaminated clothing,
clothing s Ringe skin immediately with plenty of water for 15-20
minutes,
s Call a poison control center or doctor for treatment
advice.

-13/29-
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HOTLINE NUMBER
Have the product container or label with you when calling a poison contrel center
or doctor, or going for treatment. You may also contact 1-800-224-PETS for
emergency medical treatment information.

NOTE TO PHYSICIAN OR VETERINARIAN
Treat patient symptomatically

DIRECTIONS FOR USE

It is a violation of Federal law to use this product in a manner inconsistent with its
labeling. BO NOT USE ON CATS. May be toxic and potentially fatal if applied
to or ingested by cats.

How to apply: Remove product tube from package. Holding tube with top end
peinting up and away from face and body, [snap or] cut off top end. Invert tube
over dog and use open end to part dog’s hair. Squeeze tube firmly to apply all of
the solution to the dog’s skin, as directed below. Repeat application may be made
if necessary, but do not apply more often than once every 4 weeks.

For Dogs Weighing 9 Ibs. to 20 lbs.: [For cartons containing 1.5 ml applicator
tubes] Apply one tube (1.5 mi) as a spot or strip to the dog’s back between the
shoulder blades.

For Dogs Weighing 21 1bs. to 39 lbs.: [For cartons containing two 1.5 ml
applicator tubes] {Apply two tubes (1.5 mi) as a spot or stripe to the dog’s back
between the shoulder blades.] [For cartons containing one 3.0 ml applicator tube)
[Apply one tube (3.0 ml) as a spot or stripe to the dog’s back between the
shoulder blades.]

For Pogs Weighing 40 1bs. to 60 Ibs.: [For cartons containing three 1.5 ml
applicator tubes] fApply two tubes (1.5 mi} as a spot or stripe to the dog's back
between the shoulder blades and apply the third tube as a spot or stripe to the
dog’s back directly in front of the base of the tail.] [For cartons containing one
tube (4.5 ml)] [Apply one tube (4.5 ml) as a continuous stripe on the dog’s back
starting between the shoulder blades and ending directly in front of the base of the
dog’s tail.]

For Pogs Weighing 61 ibs, and Over [For cartons containing at least four 1.5 ml
applicator tubes] [Apply two tubes (1.5 ml) as a spot or stripe to the dog’s back
between the shoulder blades and apply the contents of the other two tubes (1.5 mi)
along the dog's back extending to directly in front of the base of the tail.] or [For
cartons containing at lease two 3.0 ml applicator tubes] [Apply one tube (3.0 ml)
as a spot or strip to the dog’s back between the shoulder blades and apply the
contents of the other tube (3.0 ml) along the dog’s back extending to directly in
front of the base of the tail.] [For cartons containing one fube (6.0 ml)] [Apply
one tube (6.0 ml) as a spot or stripe to the dog’s back between the shoulder
blades.]
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STORAGE AND DISPOSAL
Bo not contaminate water, food or feed by storage or disposal.
Pesticide Storage: Do not remove tube from the pack until ready to use. Store in
a cool (below 25° C) dry place inaccessible to children and pets. Do not
refrigerate. Protect from direct sunlight.
Pesticide Disposal: If empty: do not reuse this container. Place in trash or offer
for recycling if available, If partially filled: Call your local solid waste agency or
1-800-CLEANUP for disposal instructions. Never place unused product down any
indoor ¢r outdoor drain,

[Sergeant’s Cyphenothrin Squeeze-On for Dogs is an effective and easy to use
product.] [As with all flea and tick control products, Sergeant’s Cypbenothrin

Squeeze-On for Dogs should be used as part of a [an overall] [complete] program
[aimzed at][to][intended to][reduce] reducing flea populations in the dog’s
environment (bedding, carpets, kennel, yard).] [Consult your retailer for program
recommendations.)

wawsergeantsoom

Made in the USA

[Sergeant’s is committed to providing high quality products. If you have any
guestions or comments about this product, please write: Sergeant’s Consumer
Response: P.O. Box 540399, Omaha, NE 68154-0399.)

[in case of emergency, call 1-800-224-FETS.]

[WARRANTY: SERGEANT’S PET CARE, INC. MAKES NO WARRANTY
OF MERCHANTABILITY, FITNESS FOR ANY PARTICULAR PURPOSE,
OR OTHERWISE, EXPRESSED OR IMPLIED, CONCERNING THIS
PRODUCT OR ITS USES WHICH EXTEND BEYOND THE USE OF THE
PRODUCT UNDER NORMAL CONDITIONS IN ACCORDANCE WITH THE
STATEMENT MADE ON THIS LABEL.]

Made in the USA For:

Sergeant’s Pet Care Products, Inc.
Omaha, NE 68130-1703

[BAR CODE AREA]

EPA Reg. No. 2517-
EPA Est. No.
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' [MASTER LABEL-TUBE/APPLICATOR LABEL]

PANELS-

Sergeant’s Cyphenothrin Squeeze-On for Dogs, [Box/Icon with cat image and
cross-out], [1.5 ml] or [3.0 ml} or [4.5 ml] or {6.0 ml], Active Ingredients:
Cyphenothrin 40.0%; Other Ingredients: 60.0%

READ DIRECTIONS/PRECAUTIONS BEFORE USING. CAUTION: KEEP
OUT OF REACH OF CHILDREN, EPA REG. NO. 2517-
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PRODUCT PERFORMANCE / EFFICACY REVIEW
Mark Suarez, Entomologist - IB

DATE:

EPA REG. NUMBER:

PRODUCT NAME:

REGISTRANT:

PM:
REVIEWER:

DECISION #.:

P BARCODE:

ACTION:

ACTIVE INGREDIENT(S):

TYPE:

OFPPTS GUIDELINE(S):

7 November 2006

2517-1L
2517-IN
2517-ON

Sergeant’s Cyphenothrin Squeeze-On for
Dogs [2517-HL]

Sergeant’s Cyphenothrin + IGR Squeeze-On
for Dogs [2517-IN]

Sergeant’s Cyphenothrin + Methoprene
Squeeze-On for Dogs [2517-ON]

Sergeant’s Pet Care Products, Inc.

George LaRocea, PM13
Linda Deluise

345654 [2517-1L]
338118 [2517-IN]
358246 [2517-ON]

305952 [2517-1L)
305945 [2517-IN]
307614

319065 [2517-ON]

R26 [2517-1L]
R31 [2517-IN]
R26[2517-0N]

129013, Cyphenothrin.....40.0% [2517-11.]
129013, Cyphenothrin.....40.0% [2517-IN]
129032, Pyriproxyfen.......2.0%

129013, Cyphenothrin.,,..40.0% [2517-ON]
105402, s-Methoprene......2.3%

Wipe-On (Squeeze-On) for Dogs
810.1000

810.3000
810.3300
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GLP %
SITES:

PESTS:

STUDY APPLICATION RATE:

LABEL APPLICATION RATE:

46346601
46039501
46041303
46166109
46296501
46298502
42614501
45086801
44945301
44546601
46166110

No.
Dogs; Puppies (=12 weeks old)

Fleas (adult); Fleas (eggs); Fleas (larvae);
Ticks; Mosquitoes; Mosquitoes (vector of
WNV); Mosquitoes (vecter of Heartworm);
Deer Ticks (vector of Lyme Discase)

variable (generally 100 mg Al/kg)

Cyphenothrin [All products]:
>50 mgCyphenothrin per kg dog body
weight for dogs <100 lbs

Pyriproxyfen [2517-IN]:
>2.5 mgCyphenothrin per kg dog body
weight for dogs <100 lbs

s-Methoprene {2517-ON}:
>2.875 mg Cyphenothrin per kg dog body
weight for dogs <100 lbs
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STUDY SUMMARIES:

The registrant submitted and cited a number of studies in support of three new
cyphenothrin-based squeeze-on preducts for the protection of dogs against fleas, ticks,
and mosguitoes, Each of these products contains the adulticide cyphenothrin. In addition
two of the formulations [2517-IN & 2517-ON] contain an insect growth regulator (IGR).
In the case of 2517-IN, the IGR is pyriproxyfen (i.e., Nylar®); in 2517-ON tbe IGR is s-
Methoprene, The incorporation ofan ¥GR. is expected to enhance the effectiveness of the
products by negatively affecting the development of immature stages of fleas.

Data Submited in Support of Cvphenothrin Activity

MRID 4454660%. Anderson, K.; Solberg, J. 1998. Product Performance/Efficacy
Reports: Evercide Pet and Plant Spray 2648: Lab Project Number: E-3459-97: 10-223-
1085: 10-223-11835. Unpublished stady prepared by McLaughlin Gormley King Co. 120

p.
From DER dated 27 June 2000 [No electronic copy available; these are the

conclusions]:

“The data presented in EPA Accession (MRID) Number 44546601, having been
obtained from standard laboratory and kennel testing conducted according to
reguirements of $5-9(a) subpart (1}-(3) on p. 263 and meeting the standards of 95
(b))} on p. 264 of the Product Performance Guidelines, are adequate to support the
claims for killing adult fleas on contact by direct spray as summarized under Tab A in the
previously mentioned volume, where a similar formulation was sprayed into a plastic pail
onte CTENOCEPHALIDES FELIS adults on white terry cloth at 2 different area rates
with 99% mortality in both cases. In  similar manner, the data surnroarized under Tab B
in the volume are adequate to support the claims for killing ticks on contact by direct
spray, where the same similar formulation is sprayed onto RHIPICEPHALUS
SANGUINEUS on filter paper in a glass crystallizing dish with the result that 100%
mortality occurred at a standard dosage of 1.0 ml. Additionally, data summarized under
Tab C of the volume are adequate to support the clairas for killing of fleas for 14 days
and ticks for up to 7 days following trigger spray or pump spray application of a similar
formulation (with lower concentration of active ingredients) to dogs of mixed sexes and
weights and haircoat length as well as breeds at a rate sufficient to wet the coat to
saturation, with the result that cat flea mortality was maintained at 100% for 14 days and
mortality of American dog tick, DERMACENTOR VARIABILIS, was 100% at 3 days but
fell to a marginally acceptable 81% at 7 days. Furthermore, data summarized under Tab d
of the volume are adequate to support the claims for killing of fleas for 23 days and ticks
for 9 days following trigger spray or pump Spray application of the same similar
formulation as in Tab C to cats of mixed sexes and haircoat length as well as weights at
an average rate of 10.75 grams product per kilogram of pet body weight, with the result
that cat flea mortality was maintained at 93% or above for 23 days and mortality of
brown dog tick was maintained at or above 92% for 9 days. We will accept a claim for
rapid knockdown and kill of fleas on dogs following application of the subject product at
a rate sufficient to saturate the animal’s coat, based on the fact that that the similar
formulation resulted in 100% mortality of cat fleas at 1 hour after spraying. Finally, we
will accept the claim for killing [contrelling] deer ticks and other ticks [Exodid] species
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that may carry and transmit Lyme disease, on the basis of the fact that both the American
dog tick and the brown dog tick are Ixodid ticks plus we have previously accepted similar
formulations of permethrin and pyrethrins in combination that were effective against deer
tick. -- RL Vern L. McFarland, IB”

The cited MRID could not be considered in support of the subject formulations
because the test formulations were not similar to those under consideration. The test
Jormulations contained permethrin and pyrethrins, not cyphenothrin, pyriproxyfen, or s-
methoprene.

MRID 46166109, Cruthers, L. 2003. Efficacy Evaluation of a Cyphencthrin Spot On
Against Adult Cat Fleas {Crenocephalides feiis), Adult Brown Dog Ticks (Rhipicephalus
sanguineus), American Dog Ticks (Dermacentor variabilis}, Nymphal Deer Ticks
(Ixodes scapularis), and Adult Aedes aegypti Mosquitoes on Dogs. Project Number:
(307. Unpublished study prepared by Professional Laboratory and Research and Thomas

A Miller, 342 p.

When applied at a rate of 100 mg/kg, the tested Cyphenothrin Spot-on was greater
than 90% effective (based on comb counts} against adult cat fleas, Ctenocephalides fells,
and nearly 90% effective against American dog ticks, Dermacentor variabilis, between
test days 3 and 30.

On Test Day 37, this formulation was only ~81% and ~75% effective against adult
fleas and ticks. The efficacy against adult fleas was less than ~47% on Test Days 44 and
51 and less than ~ 69% effective against adult ticks at these same times.

On Test Day 7, this cyphenothrin spot-on formulation was 100% effective against
adult fleas at 1, 2 and 3 hours posi-infesiation and ~83, 89, and 95% effective
respectively, against adult American dog ticks at these same time points, The majority of
the dead fleas and ticks were found in the pans beneath the dog cages at } hour post-
infestation on Test Day 7.

Hair removed from dogs treated with this cyphenothrin spot-on formulation killed
~98% of the nymphal deer ticks on Test Day 10 and ~81% of the nymphal deer ticks on
Test Day 38. This cyphenothrin spot-on formulation reduced the net percent mosguito
landings by ~28%, 19% and 0% on Test Days 9, 30 and 51, respectively. Net percent
mosquito mertality (really dead + moribund} was ~96%, 100% and 0% on Test Days 9,
30 and 51, respectively and the net percent reduction in blood-feeding was ~21%, 83%
and 6% on Test Days 9, 30 and 51, respectively.

The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg Al/kg. The label dose rate is >5.14mg Alkg, except
Jor dogs less than 0.5 kg. Thus, the study does not support the desired registration.

MRID 46208561, Miller, T. 2003, Effect of Shampoo After Treatment with
Cyphenothrin Squeeze-on on Efficacy against Adult Cat Fleas (Ctenocephalides felis),
Adult Brown Ticks {Rhipicephalus sanguineus} on Dogs: Analysis of Data and
Conclusions, Project Number: MS/20D, Unpublished study prepared by Sharp Veterinary
Hospital and Vetoquinol N.A., Inc, 15 p.
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that may carry and transmit Lyme disease, on the basis of the fact that both the American
dog tick and the brown dog tick are Ixodid ticks plus we have previously accepted similar
formulations of permethrin and pyrethrins in combination that were effective against deer
tick. -- RL Vern L. McFarland, IB”

The cited MRID could not be considered in support of the subject formulations
because the test formulations were not similar to those under consideration. The test
Jormulations contained permethrin and pyrethrins, not cyphenothrin, pyriproxyfen, or s-

methoprene.

MRID 46166109, Cruthers, L. 2003. Efficacy Evaluation of a Cyphenothrin Spot On
Against Adult Cat Fleas (Cienocephalides felis), Adult Brown Dog Ticks (Rhipicephalus
sanguineus), American Dog Ticks (Dermacentor variabilis), Nymphal Deer Ticks
(Dxodes scapularis), and Adult dedes aegypti Mosquitoes on Dogs. Project Number:
0307. Unpublished study prepared by Professional Laboratory and Research and Thomas

A. Miller, 342 p.

When applied at a rate of 100 mg/kg, the tested Cyphenothrin Spot-on was greater
than 90% effective (based on comb counts) against adult cat fleas, Clenocephalides felis,
and nearly 90% effective against American dog ticks, Dermacentor variabilis, between
test days 3 and 30.

On Test Day 37, this formulation was only ~81% and ~75% effective against adult
fleas and ticks. The efficacy against adult fleas was less than ~47% on Test Days 44 and
31 and legs than ~ 69% effective against adult ticks at these same times.

On Test Day 7, this cyphenothrin spot-on formulation was 100% effective against
adult fleas at 1, 2 and 3 hours post-infestation and ~83, 89, and 95% effective '
respectively, against adult American dog ticks at these same time points. The majority of
the dead fleas and ticks were found in the pans beneath the dog cages at 1 hour post-
infestation on Test Day 7.

Hair removed from dogs treated with this cyphenothrin spot-on formulation killed
~08% of the nyrmphal deer ticks on Test Day 10 and ~81% of the nymphal deer ticks on
Test Day 38. This cyphenothrin spot-on formulation reduced the net percent mosguito
landings by ~28%, 19% and 0% on Test Days 9, 30 and 51, respectively. Net percent
mosquite mortality (really dead + moribund) was ~96%, 100% and 0% on Test Days 9,
30 and 51, respectively and the net percent reduction in blood-feeding was ~91%, 83%
and 6% on Test Days 9, 30 and 51, respectively.

The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg Alkg. The label dose rate is >35. ldmg Allkg, except
Jor dogs less than 0.5 kg, Thus, the study does not support the desired registration.

MRID 46298501, Milier, T. 2003. Effect of Shampoo After Treatment with
Cypbenothrin Squeeze-on on Efficacy against Adult Cat Fleas (Ctenocephaliides felis),
Adult Brown Ticks (Rhipicephalus sanguineus) on Dogs: Analysis of Data and
Conclusions. Project Number: MS/20D. Unpublished study prepared by Sharp Veterinary
Hospital and Veteguinol N.A., Inc. 15 p.
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A squeeze-on formulation containing cyphenothrin was applied once to two groups of
dogs that were infested and were subsequently re-infested with adult fleas
{Crenocephalides felis) and ticks (Rhipicephalus sanguineus), The dose rate was 100
mg/kg. Flea and tick counts were performed at 1 and 2 days after treatment and at 1 and 2
or 3 days after re-infestation. The treated dogs were bathed with low detergent shampoos
12 days after treatment and wetted with water on the 19™ day. No significant effect of
shampoo on the residual efficacy of the spot-on was obsgerved. Efficacy, at 90% or better
compared with untreated controls, was shown against fleas for up to 16 days and against
ticks for 30 days. The data appear to support claims against adult fleas for up to 30 days,
if the dog is not washed or wetted.

The study dose rate is substantially greater than the label dose rate. The dose
raie used in the study was 100 mg Al/kg. The label dose rate is >5.14mg Al/kg, except
Jor dogs less than 0.5 kg. Thus, the study does not support the desived registration.

MRID 46298502, Miller, T. 2003. Competitive Efficacy Evaluation of a Cyphenothrin
Spot-On Against Adult Cat Fleas (Ctenocephalides fells), Adult Brown Dog Ticks
(Rhipicephalus sanguineus) and Against Feeding by dedes albopictus and Culex
quinquefasciatus Adult Mosquitoes on Dogs. Project Number: MS13D. Unpublished
study prepared by Sharp Veterinary Hospital and Vetoguinol N.A., Inc. 25 p.

Squeeze-on formulations containing cyphenothrin, fipronil, or phenothrin were
applied once a group of dogs that were infested and were subsequently re-infested with
adult fleas {Ctenocephalides fells), ticks (Rhipicephalus sanguineus), and mosguitoes
(Aedes albopictus and Culex guinguefasciaius). The dose rate was approximately 100
mg/kg. Flea and tick counts were performed at | and 2 days after treatment and at | and
2 or 3 days after re-infestation. Efficacy, at 90% or better compared with untreated
controls, was shown against fleas and ticks for up to 37 days. For mosquitoes, feeding
was reduced by >90%, compared to controls, through 22 DAT, The data appear to
support claims against adult fleas for up to 30 days, if the dog is not washed or wetted.

The study dose rate 1s substantially greater than the label dose rate and the
Jormulation contains 2.3% s-Methoprene, which is not in the formulation of the
registration being sought. The dose rate used in the study was 100 mg Cyphenothrin/kg.
The label dose rate is >11.012 mg Cyphenothrin/kg, except for dogs less than 1 kg.
Thus, the study does not support the desived registration,

MRID 46039301, Cruthers, L. 2003. Efficacy Evaluation of a Permethrin Squeeze-On
Against Adult Cat Fleas (Crenocephalides Felis}, Adult Brown Dog Ticks (Rhipicephalus
Sanguineusy, Nymphal Deer Ticks (Ivodes Scapularis) and Adult dedes aegypti
Mosquitoes on Dogs. Project Number; $243. Unpublished study prepared by Professional
Laboratory and Research. 79 p.

The cited study was not applicable to the registration desired. The study examined
the efficacy of 45% permethrin formulations against various pet parasites.

MRID 46039501 was not considered in support of the registration of 2517-ON.
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MRID 46166109, Cruthers, L. 2003. Efficacy Evaluation of a Cyphenothrin Spot-On
Against Adult Cat Fleas (Crenocephalides felis), Adult Brown Dog Ticks (Rhipicephalus
sanguineus), American Dog Ticks (Dermacentor variabilis), Nymphal Deer Ticks
{(Ixedes scapularis), and Adult Aedes aegypti Mosquitoes on Dogs. Project Number:
0307, Unpublished stndy prepared by Professional Laboratory and Research and Thomas

A. Miller, 342 p.

When applied at a rate of 100 mg/kg, the tested Cyphenothrin Spot-on was greater
than 90% effective {based on comb counts) against adult cat fleas, Ctenocephalides felis,
and nearty 90% effective against American dog ticks, Dermacentor variabilis, between
test days 3 and 30.

On Test Day 37, this formulation was only ~81% and ~75% effective against adult
fleas and ticks. The efficacy against adult fleas was less than ~47% on Test Days 44 and
51 and less than ~ 69% effective against adult ticks at these same times,

On Test Day 7, this cyphenothrin spot-on formulation was 100% effective against
adult fleas at 1, 2 and 3 hours post-infestation and ~83, 89, and 95% effective
respectively, against adult American dog ticks at these same time points. The majority of
the dead fleas and ticks were found in the pans beneath the dog cages at 1 hour post-
infestation on Test Day 7.

Hair removed from dogs freated with this cyphenothrin spot-on formulation killed
~98% of the nymphal deer ticks on Test Day 10 and ~81% of the nymphal deer ticks on
Test Day 38. This cyphenothrin spot-on formulation reduced the nef percent mosquito
landings by ~28%, 19% and 0% on Test Days 9, 30 and 51, respectively. Net percent
mosquito mortatity (really dead + moribund) was ~96%, 100% and 0% on Test Days 9,
30 and 51, respectively and tbe net percent reduction in blood-feeding was ~91%, 83%
and 6% on Test Days 9, 30 and 51, respectively,

The study dose rate is substantially greater than the lubel dose rate. The dose
rate used in the study was 100 mg Alkg, The label dose rate is > 5. [ 4mg Al/kg, except
Jor dogs less than 0.5 kg. Thus, the study does not support the desired registration,

MRID 46298502, Miller, T. 2003. Competitive Efficacy Evaluation of a Cyphenothrin
Spot-On Against Adult Cat Fleas (Ctenocephalides felis), Adult Brown Dog Ticks
(Rhipicephalus sanguineus) and Against Feeding by Aedes albopictus and Culex
quinguefasciatis Adult Mosquitos on Dogs. Project Number: MS13D. Unpublished study
prepared by Sharp Veterinary Hospital and Vetoguinol N.A., Inc. 25 p.

Squeeze-on formulations containing cyphenothrin, fipronil, or phenothrin were
applied ence a group of dogs that were infested and were subsequently re-infested witb
aduit fleas (Ctenocephalides felis), ticks (Rhipicephalus sanguineus), and mosquitoes
(dedes albopictus and Culex quinguefusciatus). The dose rate was approximately 100
mg/kg. Fiea and tick counts were performed at 1 and 2 days after treatment and at 1 and
2 or 3 days afier re-infestation. Efficacy, at 90% or better compared with untreated
controls, was shown against fleas and ticks for up to 37 days. For mosguitoes, feeding
was reduced by >90%, compared to controls, through 22 DAT. The data appear to
support claims against adult fleas for up to 30 days, if the dog is not washed or wetied.
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The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg Cyphenothrin/kg. The label dose rate is approximately
> I/10™ the study dose rate, except for dogs less than 1 kg. Thus, the study does not
support the desired registration.

Daia Submited in Suppori of Purioroxyien Activity

MRID 42684501, Rogosheske, S. 1990. Residual Effectiveness of Nylar on Cat Flea
Larvae as a Carpet/Premise Spray; Lab Project Number: F-0122-90. Unpublished study

prepared by McLaughlin Gormley King Co. 16 p.

In the cited study, carpet samples infested with cat flea, Crenocephalides felis,
larva were treated with pyriproxyfen (Nylar®). Although the application resulted in
significant reduction in adult emergence, the biology of the parasite is such that the stady
does not aid in determination of the effectiveness of a spot-on. {The eggs fall off the
animal and larvae hatch on the ground. Thus, the length of egg exposure to treated
animal hair may not be adequate for the IGR to demonstrate insecticidal activity.)

MRID 42684501 was not considered in support of the registration of 2517-IN
because the test protocol was fundamentally different from the desirved use pattern.

MRID 44948301. Schiekau, I. 1999. Product Performance/Efficacy Reports: Nylar
Concentrate 2607; Lab Project Number: TL-3095: TL-3096: TL-3097. Unpublished
study prepared by McLaughlin Gormley King Co. 61 p.

In the cited study, campet samples infested with cat flea, Crenocephalides felis,
larva were treated with a shampoo or direct spray containing pyriproxyfen (Nylar®).
Although the application resulted in significant reduction in adult emergence and notable
residual activity for the duration of the stady (>90, for 6 to 13 months} months, the
biology of the parasite is such that the study does not aid in determination of the
effectiveness of a spot-on. (The eggs fall off the animal and larvae hatch on the gtound.

Thus, the length of egg exposure to treated animal hair may not be adequate for the IGR
10 demonstrate insecticidal activity.)

MRID 42684501 was not considered in support of the registration of 2517-IN
because the fest protocol was fundamenially different from the desired use pattern.

MRID 45086801, Donahue, W,; Meola, S.; Palma, K. et al. 2000. Nylar 50 (percent)
Concentrate; Product Performance/Efficacy Reports, Unpublished study prepared by
McLaughlin Gormley King. 79 p.

From DER dated 27 June 2000:
“CONCLUSIONS & RECOMMENDATIONS The data presented in EPA Accession
(MRID) Number 450868-01, having been compiled from standard laboratery and kennel

testing conducted according te requirements of § 95-9(a)(1) to (3) on p. 263 and meeting
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the standard of § 95-8, subpart (b}2)(i} on p. 264 of the Product Performance Guidelines
are adequate to support claims of inhibiting the batch of larval fleas, killing of flea egos,
inhibiting the hatch of flea egps and adversely affecting the physiological health of fleas
when the gubiect product is diluted to produce end use products having a active
ingredient [pyriproxyfen] concentration of 0.01% and 0.025% as a dip and 0.025% and
0.05% as a shampoo in the testing reported in the portion under Tab 1; are adequate to
demonstrate the physiological effects of extremely low concentrations of active
ingredient on the molecular structure of flea eggs exposed to pyriproxyfen in glass vials
having a deposit of 0.25 mg/em” as reported in the portion under Tab 2, to the extent that
pyriproxyfen prevented cellular differentiation and no blastoderm had formed in eggs that
were collected even more than 50 hours after exposure; are adequate to demonstrate the
inhibition of egg hatch and emergence of adult fleas when eggs were exposed to either
residues of 1.1 mg/em” on filter paper or the same deposit on aliguots of dog hair, which
were prepared by using a standard dilution of 0.007% a.i. solution, or when exposed to
dog hair that had been treated with pyriproxyfen as a ¢.125% spray, all of which were
reported under Tab 3; and are adeguate to demonstrate the following physiological effects
on adults and eggs of the cat flea, Crenocephalides felis, when adult fleas of both sexes
were exposed to 1.1 mg Al/em? on treated filter paper: histological studies of unfed fleas
demonstrated that pyriproxyfen exposure caused depletion of fat body reserves and death
by starvation, and fed fleas exposed to pyriproxyfen-treated dog hair also appeared to die
of starvation, while eggs deposited by females in these tests were largely empty shells;
additionally, studies on flea eggs suggested that pyriproxyfen was less effective as an
ovicide than fenoxycarb, that pyriproxyfen exposure of newly laid eggs did not prevent
hatching, but 10 minnte exposure of the eggs killed 30% of fleas that developed to larval
stage. These new findings, all of which were reported under Tab 4, indicated that
pyriproxyfen had an unnsnal latent effect in which sbort-term exposure of fiea eggs early
in embryogenesis was often lethal to flea larvae that hatched from the egg 3 days later. In
contrast, a longer-term {2-hour) exposure of eggs to pyriproxyfen produced embryocidal
effects. Thus, these data are collectively adeguate to demonstrate the effectiveness of
pyriproxyfen formulations of various dilutions against cat flea in egg, larval and adult
stages when the subject product, which is a manufacturing use concentrate, is used to
prepare end use products. Specific claims are dependent upon concentration, frequency
of application and varions other factors whicb are beyond the scope of this review and
will need to be handled on an individual case-by-case basis. It will be necessary for
either the registrant or their customers who purchase this product for nse in formulating
their own end use products to provide labeling ontlining the types of claims which are
applicable to their formulation{s).--RL Vern L. McFarland, IB”

MRID 43086801 as per an earlier review partially supports the ovicidal and
larvacidal claimsmade on the proposed label of 2517-IN. The duration of claims made
(0 weeks}¢63 days) could not be validated from the cited study due to differences between
the test protocol and desire use pattern. The registrant may include these claims, only if
it is agreed that they will submit or cite confirmatory data within 12 months.

Data Submited in Support of (Si-Methoprene Activity

-8/26-
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MRID 46041303, Miller, T. 2003, Dose Titration of an S-Methoprene Spot-On (sic)
Dogs: Final Report, Statistical Analyses and Conclusions. Unpublished study prepared in
cooperation with Auburn University. 19 p.

The primary objective was to determine the dose rate of s-methoprene in a spot-on
formulation that would provide one montb of residual flea ovisterilant activity on dogs:
Regression-correlation analyses showed that only when the dose rate was logarithmically
transformed (log y mg/kg) was there a highty significant correlation between dose rate
and duration of residual fiea ovisterilant efficacy at the 90% level. The resuitant
regression equation predicted that a dose rate of 2.8 mg/kg provides 30 days of efficacy at
90%. The comrelation between dose rate and residual efficacy at the 100% level was not
statistically significant. However, flea eggs collected on day 31 from the two cats treated
at the highest dose rates of 3.5 to 3.6 mg/kg were 4l sterile, indicating that the predicted
dose rate for a 100% residual efficacy claim is near these values.

The data submitted are partially acceptable. The study dose rate (~3.5 mg/kg)
and proposed dose rate (2.8 mg/kg) are consistent with the proposed label rate. The data
do not fully support the desired label claim of I month flea ovisterilant; however, the
claim Is acceptable on the condition that the registrant agree to submit confirmatory data

within 12 monihs.

9729
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ENTOMOLOGIST'S COMMENTS AND RECOMMENDATIONS:

The data submitted are marginally adequate to support the desired registrations.
However, the registrant has agreed to submit or cite confirmatory data within 12 months
to verify the conclusions drawn from an amalgamation of data on Cyphenothrin,
Pyriproxyfen, and (8)-Methoprene. In the interim, the data are adequate to support the

following claims:

EPA Reg. Nos. 2517-1L, 2517-IN, & 2517-ON
[[Kills][Controls][ Repels]j [[Fleas][ Ticks]] for up o [[28 days][4 weeks][]

month]]

EPA Reg. No. 2517-IN
Kills [flea eggsj{flea larvae] for up to [63 days][9 weeks].

EPA Reg, No. 2517-ON
Kills [flea eggs] for up to [24 days][4 weeks][]1 month].

Additional comments are provided on the individuat labels attached.

Enclesure

255 T-D0OEN. O 200650V T
255 7L labef

2517-E labe!

2517-CH kabel

e 109G
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Rick Tinsworth To George LaRocca/DO/USEPAUS@EPA

<rtinsworth t.com>
insworth@exponent.com Marion Johnson/DC/USEPA/US@EPA, Lois
11A15/2006 06:15 PM cc Rossi/DC/USEPAUS@EPA, Mark
Suarez/DC/USEPAIUS@EPA

bee
Subject FW: Revised Sergeant's Labels

george

as requested we are submitting revised fabels per the epa reviews - there are 2 sxceptions to the
requested language which i would ask you to consider

1. the reviews indicated we could say "begins (or starts) to kil and repe! fleas in as little as one hour" and
"begins {or starts) to kill and repel ticks in as little as 3 hours®

we would much prefer to say “Kills {and repels) fleas in as little as 1 hour" and "kilis (and repels) ticks in as
fittle as 3 hours"

from our perspective the preferred language would help from a marketing perspective and conveys the
same message suggested by epa

2. we were told to remove language related to west nife virus and mosquitoes - we have deleted the west
nile virus language

however we urgently request your approval - to drop language that states “Kills mosquitces for up to 30
days" and to replace it with "kills {and repels) mosquitoes”

you are allowing a 4 week claim on fleas and ticks subject to conducting a new study as a condition of
registration

the epa review says there are no acceptable data for mosquitoes - we agree mosquitoes were not covered
in the dose titration study but there is in fact a study that demonstrates good efficacy at 100 mg/kg re
mortality and preventing feeding - we understand it would have been mcu preferred to have mosquitoes
included in the dose titration study - but ask that you consider our critical need to be able to have some
statement re mosquitoes

we do not propose to indicate any time period - merely to say the products “kills (and repels) mosquitoses®
WITHOUT A MOSQUITOES CLAIM - WE DO NOT HAVE A SELLABLE PRODUCT

we request that you allowed the claim with no time period and we will certainly agree to inciude
mosquitoes in the new study that will be conducied as a condition of registration

please et us know as soon as possible concerning both these requests - again if we are to have a product
on wallmart sheives next season we must have a registration very soon and we must have the claims
requested

we are ready to discuss these issues with you at your convenience,
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thank you for your assistance in this matter

Rick Tinsworth
202-772-4812
NOTE NEW CELL PHONE NUMBER - 202-6t5-7436

From: James Messina
Sent: Wednesday, November 15, 2006 12:21 PM
To: Rick Tinsworth

Subject; Revised Sergeant's Labels

James Messina

Senior Managing Regulatory Consultant
Exponent

Food and Chemicals Practice

1730 Rhode Island Avenue, N.W,

Suite 100

Washington, DC 20036

202-772-4932

202-772-4979 fax

2517-0M Cyphenalhnn + metheprene 111506 Final Labsl.doc 251 7-IL Cyphenolbin + Nylar 111508 final [zbel doc

2517IL Cyphenothiin Only Labe! 111508 final.doc
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Rick Tinsworth George LaRocca/DCAISERPANUS@EPA, Mark

<rtinsworth@exponent.com> To Suarez/DCAISEPAAIS@EPA
11/15/2006 06:15 PM ce James Messina <imessina@exponent.com>
bece

Subject efficacy reviews for cyphenothrin

george and mark
pls note the following
we do not see any review for the dose titration study

we see reviews for a number of studies that mark indicates are not relevant for the pending registrations -
we don't disagree - we just can't figure out why the studies were reviewed - to the best of our knowledge
these studies were not listed in the data matrices submitted with the applications - we would appreciate
any clarification

last, mark consistently indicates that the label dose rate is > 5.14 mg/kg - we assume that the decimal is
misplaced and that mark now agrees that the statement should be > 51.4 mg/kg

thanks

Rick Tinsworth
202-772-4812
NOTE NEW CELL PHONE NUMBER - 202-615-7436
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THANKS GEORGE - ME REVIEW AND I WILL GET BACK TO YOU

————— Original Message-----

From: LaRocca.George@epamail .epa.gov
{mailto:LaRocca.Georgetepamalil. epa.gov]

Sent: Monday, November 13, 2006 3:19 PM

To: Rick Tinsworth

Cc: johnson.marion@epamail.epa.gov

Subject: Re: CAN I GET AN UDATE ON THE SERGEANTS REGISTRATION

Rick,

I am attaching a copy of Mark Suarez review of the efficacy data
submnitted/cited and comments on the latest labels. Due to the large
number of comments regarding the marketing claims I am asking you to
resubmit a corrected clean copy of the labeling. The data submitted
are marginally adequate to support the desired registrations. However,
Sergeants has agreed to submit or cite confirmatory dataz within 12
months to verify the conclusions drawn from an amalgamation of data on
Cyphenothrin, Pyriproxyfen, and (S)-Methoprene. In the interim, the
data are adequate to support the following claims:

EPA Reg. Nos. 2517-IL, 2517-IN, & 2517-ON
{[Kills]{Controls]{ Repels]] {[{Fleas]{Ticks]] for up to {{28
days] {4 weeks] {1l month]]
lea eggsli{flea larvael] for up to {63 days]{® weeks].

EPA Reg. No., 2517-0N
Kills (flea eggs] for up to {24 days]{4 weeks]{l month].

See the individual labels for specific comments beginning on pg 11
of the EPA review. Thanks.

{See attached file: 002517-000IN.-ON 2006N0OV7.doc]

George LaRocca, PM 13

Insecticides Branch

Registration Division

Office of Pesticides Programs, US EPA
703-305-6100 '

larocca. georgefepa.gov

Visit: http://www.epa.gov/pesticides/

Rick Tinsworth

<rtinsworth@expo
nent . com> To
George LaRocca/DC/USEPA/USEREPA,
11/13/2006 12:44 Marion Johinson/DC/USEPA/USGEFRA
PM cC
Subject

CaN I GET AN UDATE ON THE
SERGEANTS REGISTRATION
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george and marion -

in our last conf call you hoped that a registration could be completed
last week

can you pls let me know when the registration will be done - timing is
critical - we need te show walmart we actually have the registrations

thanks

Rick Tinsworth
202-772-49132
NOTE NEW CELL PHONE NUMBER - 202-615-7436
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Rick Tinsworth To
<rtinsworth@exponent.com>

11/13/2006 03:22 PM ce

Subject

George LaRocca/DCAUSEPA/US@EPA

RE: CAN | GET AN UDATE ON THE SERGEANTS
REGISTRATION
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James Messina <jmessinagdexponent.com> To Mark Suarez/DC/USEPA/S@EPA, George LaRocca/DC/USEPA/US@ERA, Marion
10/31/2008 12:59 PM Johnson/DC/USEPA/US@EPA
Inouvel@covad.net, BScharf@SERGEANTS.COM, Rick Tinsworth

ce <rtinswonth@exponent.com=>

hee
Subject Cyphenothrin

Mark and George,
| have spoken with Sergeant's and have the following clarifications that | would like to discuss with you on the phone:

1. Attached is a summary of the dose titration study. Low dose 25 mg/kg, high dose 96 mg/kg. We believe the data support an "upto” efficacy claim
on fleas and ticks of 45 days. Historically the Agency has accepted similar data to support an "upto” efficacy claim.

2. Attached is also a summary of the application rates for the draft label on file with EPA and the proposed revised label. The current draft [abel
does not have an application rate that is lower than 33 mg/kg. It also does not have any dose that exceeds the single dose rate from the DASS.
The proposed revised application rates do not have an application rate lower than 51 mg/kg. Also the proposed label does not have any dose that
exceeds the single dose rate from the DASS.

3. The proposed label alsc only offers application to >2 Ibs. dogs.

We believe that the dose titration study supports the current and proposed label with upto claims for 45 days. The Agency has accepted similar
data to support upto label claims for other products as well.

Can we please discuss this information in more detail on the phone today. | will try to reach you shortly.

We appreciate the effort the Agency is making towards registration and hope that we can resolve things today. L,]g 9] 5 \NM\!‘S
SR
30&\9 G\"‘“
Best Regards, \gs3 Yhon )
AN
James Messina
Senior Managing Regulatory Consultant AR
Exponent %\a@/& ‘ﬁ’o

Food and Chemicals Practice
1730 Rhode Island Avenue, N.W.
Suite 1100
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Exp Ol'l ent« Exponent

1730 Rhode [sland Ave., NW

Soite 1100
Washington, DC 20038

telephone 202-772-4900
facsimile 203-772-4970
wWww. exponent.com

October 25, 2006

George T. LaRocca

Product Manager (13)

Insecticide Branch, Registration Division
United States Environmental Protection Agency
Reom S-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, Virginia 22202

Subject: Cyphenothrin Pending EPA Registrations and
Review of Sergeant’s Pet Products, Inc. Draft Protocol
Project No. WD00758.000

Dear Mr. LaRoccea:

On behalf of our client, Sergeant’s Pet Products, Inc. (Sergeant’s), Exponent is confirming for
EPA that Sergeant’s plans to conduct a cyphenothrin-specific dislodgeability study according to
EPA’s revised protocol. Additionally, Sergeant’s is submitting the enclosed response to the
Agency’s comments and additions to Sergeant’s Draft Protocol, “Dislodgeability of Gokilaht
from the Haircoat of Dogs Treated with a Spot-On Formulation,” which were detailed in a
memorandum from EPA dated September 21, 2006.

Sergeant’s agrees to conduct a cyphenothrin-specific distodgeability study according to EPA’s
revised protocol. Sergeant’s will initiate the study once it receives final feedback from EPA on
the questions/clarifications for the study protocol listed in this letter and will submit a final
report to EPA within nine (9) months of initiation.

Sergeant’s has several questions/clarifications related to the Agency’s comments on the study
protocol. Several of the revisions to the protocol appear to be inconsistent with previous EPA
policy for similar studies. Sergeant’s respectfully requests further explanation for the
differences from previous protocol requirements as outlined below.,

» EPA has amended the protocol to require application via syringe, rather than from the
final package in which the product will be distributed, as was previously required. To
maximize fiexibility for the registrant, Sergeant’s requests that the Agency allow
application via either final packaging or a syringe as appropriate.

WDO0758,000 ADTO 1006 CO01
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George T. LaRocca
October 25, 2006

Page 2

The addition of the pilot/preliminary 5 dog study and the “hand to mouth” component to
the experimental study significantly increase the number of animals required, but the
scientific benefit of these components, if any, may not be worth the extra cost. Typical
EPA pet animal protocols require a minimurm of 6 subjects per test group. However,
with the “pet hug” and “hand to mouth” scenarios, a total of 20 dogs will be used.
Furthermore, the additional cost of the 25 required laboratory-bred Beagles is prohibitive
for a study of this nature.

The protocol for the pilot/preliminary 5 dog study does not provide sufficient detail to
ensire that the determinations of the Study Director regarding the procedures for the
field portion of the study will be acceptable to the Agency upon review. The decision
appears to be subjective; therefore, we request that the Agency provide clearer guidance.
Specifically, EPA should articulate the criterion by which the appropriate number of
stroking simulations to be performed will be determined.

In the hand to mouth portion of the experimental study added by the Agency, the
protocol indicates that sampling may be discontinued if and when two non-detect
samples are identified from the results of all glove samples for a given time period
analysis. However, for this portion of the study there is only one petting simulation that
takes place at 24 hours after the application of the product to the dogs. Therefore, the
discontinuance statements should be omitted from the protocol for the hand to mouth
component.

EPA states that the second cotton glove will be used to determine if breakthrough is
occurring and that analysis of the nitrile glove will be required only when breakthrough
is observed. EPA should clarify how the analytical results from the various gloves will
be “combined” (as indicated in A.9). Will /2 the LOQ or LOD be added for all non-
quantifiable or non-detectable residues from all three glove layers? This could be
exceedingly conservative in some cases. EPA should clarify how glove analyses will be
combined and analyzed,

Finally, Sergeant’s wishes 1o raise the issue of terminology. In the protocol provided,
the words “simulation” and “replicates” are used interchangeably and also in distinct
fashions. Sergeant’s suggests that the word “replicate” be associated with the nurnber of
dogs (i.e., data gathered from 10 dogs will constitute 10 replicates) and that the term
“stroking procedure” be introduced, such that a “simulation” will consist of X stroking
procedures {(where X is determined in the pilot study and the stroking procedure is
defined as in the current protocol). Sergeant’s believes that these or similar changes in
the terminology will improve the protocol.

WIDO0T36.000 ASTO 1006 0001 Ex
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George T. LaRocca
October 25, 2006
Page 3

» Based on discussions with Agency personnel, Sergeant’s understanding is that the use of
the latex glove under the cotton glove removes the dislodgeability study from
consideration of the human testing review board. Please provide confirmation if this is
the Agency’s understanding as well.

¢ In addition to the above comments specific the use of this protocol to support Sergeant’s
pending registration, Sergeant’s would like to add a general comment regarding this
protocol as it may be used for other registrants or future Sergeant’s products. While it
seems intuitive that the transferable fractions measured for the “pet hug™ and “hand to
mouth” scenarios will be different (duc to the likely less intensive contact associated
with the hand to mouth scenario), one avenue to reduce the costs of this study would be
to allow registrants to conduct only the hug scenario, Sergeant’s suggests that the
protocol include the flexibility for registrants 10 decide whether to generate specific data
for just the hug scenario or for both the hug and hand to mouth scenatio.

We look forward to discussing owr questions and comments with the Agency to finalize this
protocol. I may be reached via telephone at (202) 772-4932 or via email at
Jmessina@exponent.com.

cs Messina
anaging Regulatory Consultant

cc: Larry Nouvel

W0D00758.000 ADTO 1006 0003 E x I



James Messina To George LaRocca/DC/USEPA/US@EPA

<jmessina@exponent.com>
y @exp Rick Tinsworth <rtinsworth@exponent.com,

10/25/2006 03:52 PM c¢ Inouvel@covad.net, Carrie Daniels
<gdaniels@exponent.com>, Jason Johnston

bee
Subject Cyphenothsin

Mr. LaRocces,

Please find attached a letter to EPA. The letter confirms Sergeant’s intent to conduct a cyphenathrin
specific dislodgeability study according to the new protocel. It also includes some comments and
questions on the new study protoco! that require EPA's attention. We look forward to the Agency's
response.

Best Regards,

James Messina
Senior Managing Regulatory Consultant
Exponent

Food and Chemicals Practice

1730 Rhode island Avenue, N.W.

Suite 1100

Washington, DC 20036

202-772-4932
202-772-4979 fax

Sargeant's Latier to EPA Cyphenothrinpdf
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Submi” ilabel, grouping unit dose delive

Squeeze-On Dose Volume/Dose Rate Chart: Deliverable Product

Potency wiw  Cyphenothrin 40.00%
Nylar 2.00%
Weight Dose Weight Dose

ib kg mL ma/kg ih kg mlL mglkg

Cyphenothrin  Nylar Cyphenothrin  Nyiar
1 0.5 0.7 617 30.9 50 227 2.7 48 2.4
2 09 0.7 309 15.4 51 23.1 2.7 47 2.3
3 14 0.7 206 10.3 52 23.6 2.7 46 2.3
4 1.8 0.7 154 7.7 53 24.0 27 45 22
5 23 0.7 123 8.2 54 24,5 27 44 2.2
6 27 0.7 103 5.1 58 24.9 27 43 2.2
7 3.2 0.7 88 4.4 56 254 2.7 43 2.1
8 3.6 0.7 77 3.9 57 25.9 2.7 42 2.1
9 41 0.7 69 3.4 58 26.3 2.7 41 2.1
10 4.5 0.7 62 3.1 59 26.8 2.7 40 2.0
11 5.0 0.7 56 28 60 27.2 2.7 40 2.0
12 54 0.7 51 28 61 27.7 27 39 2.0
13 59 0.7 47 2.4 62 28.1 2.7 38 1.9
14 6.4 0.7 44 2.2 63 28.6 27 38 1.8
15 8.8 1.2 71 3.5 64 29.0 2.7 37 1.9
16 7.3 1.2 66 33 65 29.5 2.7 37 1.8
17 7.7 1.2 62 3.1 66 29.9 4.2 56 2.8
18 8.2 12 59 29 67 304 42 55 28
19 8.6 1.2 56 2.8 68 30.8 4.2 54 2.7
20 9.1 1.2 53 2.6 69 31.3 42 54 27
21 9.5 1.2 50 2.5 70 31.8 4.2 53 286
22 10.0 1.2 48 24 71 32.2 4.2 52 286
23 10.4 1.2 46 2.3 72 32.7 42 51 26
24 10.9 1.2 44 2.2 73 33.1 4.2 51 25
25 11.3 1.2 42 2.1 74 33.6 42 50 2.5
26 11.8 1.2 41 2.0 75 34.0 42 49 25
27 12.2 1.2 39 2.0 76 345 4.2 49 2.4
28 12.7 1.2 38 1.9 77 34.9 4.2 48 2.4
29 13.2 1.2 36 1.8 78 35.4 42 47 2.4
30 13.6 1.2 35 1.8 79 35.8 4.2 47 2.3
31 14.1 1.2 34 1.7 80 36.3 4.2 46 2.3
32 14.5 1.2 33 1.7 81 36.7 42 46 23
33 15.0 2.7 72 36 82 37.2 4.2 45 2.3
34 15.4 2.7 70 3.5 83 37.8 4.2 45 22
35 15.9 27 68 3.4 84 38.1 4.2 44 2.2
36 16.3 27 66 33 85 38.6 4.2 44 2.2
37 16.8 27 64 3.2 86 39.0 42 43 2.2
38 17.2 27 63 3.1 87 39.5 4.2 43 2.1
39 17.7 27 61 31 88 39.9 42 42 21

.40 18.1 2.7 60 30 89 404 4.2 42 21

41 18.6 27 58 2.9 90 40.8 42 41 2.1
42 19.1 2.7 57 - 2.8 91 41.3 42 41 2.0
43 19.5 2.7 55 28 92 41.7 4.2 40 20
44 20.0 27 54 27 93 422 42 40 20
45 20.4 27 53 2.6 94 42.6 4.2 39 2.0
46 209 27 52 26 95 43.1 4.2 39 1.9
47 21.3 2.7 51 25 96 435 4.2 39 1.9
48 21.8 27 50 25 97 44.0 4.2 38 1.9
49 222 2.7 49 2.4 98 445 4.2 38 1.9

Max DASS dose rates, mg/ke



Propose a: aded label, grouping unit dose d

rery

Squeeze-On Dose Volume/Dose Rate Chart: Deliverable Product

Peotency wiw Cyphenothrin 40.00%  maintains 4 SKU's & range rates >50 & < DASS single rate
MNylar 2.00%
Weight Dose Weight Dose
Ib kg mL, mg/kg b - kg mL mg/kg
Cyphencthrin  Nylar Cyphenothrin  Nylar
50 227 4.2 74
51 23.1 4.2 73 ot
52 23.6 4.2 71 28
53 240 42 70 R
54 245 4.2 69 A
55 24.9 4.2 67 3.
56 254 4.2 66 3.
57 259 4.2 65 L
9 41 1.2 118 58 28.3 4.2 64 .
10 4.5 1.2 106 59 26.8 4.2 63 2
11 5.0 1.2 96 &0 272 4.2 62
12 54 1.2 a8 : 61 27.7 57 82 4
13 59 1.2 81 62 281 5.7 81 4
14 6.4 1.2 76 ' 63 28.6 57 80 4
15 6.8 1.2 71 T 64 29.0 57 79
16 7.3 1.2 66 y 65 29.5 57 77
17 7.7 1.2 62 ' 66 29.9 5.7 76
18 8.2 1.2 59 67 304 57 75
19 8.6 1.2 56 : 68 30.8 57 74
20 9.1 1.2 53 y 69 31.3 57 73
21 9.5 2.7 113 ) 70 31.8 57 72
22 10.0 2.7 108 71 32.2 57 71
23 104 2.7 104 72 327 5.7 70
24 10.9 2.7 89 73 a3 5.7 69
25 11.3 2.7 85 74 33.6 57 68 -
26 11.8 2.7 92 e 75 34.0 57 67
27 12.2 2.7 88 76 345 57 66
28 12.7 2.7 85 : 77 34.9 57 65
29 13.2 2.7 az 78 35.4 5.7 64
30 13.6 2.7 79 79 358 5.7 64
3 14.1 2.7 77 a0 36.3 57 63
3z 14.5 2.7 74 81 387 57 62
a3 15.0 2.7 72 82 37.2 57 61
34 154 27 70 83 37.6 57 61 e
35 15.9 2.7 68 84 381 5.7 60 {
36 16.3 2.7 66 85 38.6 5.7 59
37 16.8 2.7 64 a6 39.0 5.7 58
a8 17.2 2.7 63 a7 39.5 5.7 58
39 17.7 2.7 61 88 39.9 57 57
40 181~ - 4= 03 89 . 40.4 5.7 . 56
41 18.6 4.2 80 90 40.8 57 56
42 19.1 4.2 88 91 41,3 57 55
43 19.5 4.2 86 92 41.7 57 55 ““
44 20.0 4.2 84 a3 422 57 54
45 20.4 4.2 82 94 42.6 57 53
46 20.9 4.2 81 95 43.1 5.7 53
47 21.3 4.2 79 96 43.5 57 52 -
43 218 4.2 77 : a7 44.0 57 52 L
49 22.2 4.2 76 3.8 98 44.5 57 51 :
Cyphencthnin  Nylar Cyphenothrin - Nyl
1X 123 9 123 9|75
Py A - (%
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' Decision #: 338118

DATA PACKAGE BEAN SHEET DP #: (334181)

Date: 16-Nov-2006
Pagetof2

** * Registration Information ** *

Registration: 2517-IN - SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOG
Company: 2517 - SERGEANT'S PET CARE PRODUCTS, INC,

Risk Manager: RM 13 - George Larocea - (703) 305-6100 Room# PY1 8-7219

Risk Manager Reviewer: George Larocca GLAROCCA

Sent Date: Calculated Due Date: 13-Febh-2007 Edited Due Date:

Type of Registration: Product Registration - Section 3

Action Desc: (R26,4) NEW USE:NON-FOOD;INDOOR;

Ingredients: 129032, Pyriproxyfen(2%)

120013, Cyphenothrin(40%) _

*** Data Package Information * * *

Expedite: @ Yes (} No Date Sent: 16-Nov-2006 Due Back:

DP Ingrediant: 129013, Cyphenothrin

128032, Pyriproxyfen

DP Title:

CSF Included: { > Yes & No Label Included: @ Yes () No Parent DP #:

Assigned To Date [n Date Dut

Organization: RD / TRB lLast Possible Science Due Date: 15-Dec-2008

Team Name: TOX Science Due Date:

Reviewer Name: Bacgkus, Byron Sub Data Package Due Date:

Contractor Name:

* = * Studies Sent for Review ** *

No Studies

* * = Additional Data Package for this Decision * * *

Printed on Page 2

*** Data Package Instructions * * *

Attention Byron Backus - Due to lack of efticacy at lower application rate appficant has increased application rale and limited use to >89 Ib dogs.
Applcant claims thal this increase does not affect the results of our review of the DASS. Seé attached e-mail. | previously provided you with
copies of your reviews and summary of the applicanis previous and proposed application rates. Would appreciate it if you can provide your
comment(s) by next week orally if posibie. Thanks. ifyou need any additional info pfease conlact me. G. LaRocca.
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Rick Tinsworth George LaRocca/DC/USEPARISEEPA, Mark
<tinsworth@exponent.com> To Suarez/DC/USEPA/US@EPA, Marion
cc bschadf@sergeants.com

bce
Subject Sergeants

george et al

attached are the following pdf npirs runs showing studies and mrid numbers re efficacy of etofenprox -
relevant studies are shown by check mark - the sergeants registrations are 69332-3-2517 and
69332-4-2517 - in addition a copy of one of the studies is attached - these are recent registrations with
recent data -

in addition - sergeants has the following permethrin registrations 2517-87 and 69332-1-2517 supported by
studies with mrid numbersi46039501 and(46281101 -/a pdf gj one of the studies is also attached

. D' ’ =y ; s w et m FR = AN B 25 A )
sergeants also refers epa to a cutter permethrin registration 7351 0-8-1903 supported by efficacy studies
with mrid numbers of 25364808 and 26425801 - up to 5 weeks claim is a recent amendment

these registrations and supporting data are relevant to the discussion we had yesterday re the up to
claims - in our view the up to claims are not based on mean values

also attached are 2 data shesis related to the 3 data points we have for the cyphenothrin data - 25 - 85
and 100 mg - mark has seen 2 data points - 25 and 100 - we have a third at 85 - and have done analysis
using the 3 data points

we are prepared to discuss each of the attachmenis re the up to ctaims this afternoon in a conf
cali

we are also prepared to explain the data shests that dr tom miller prepared and that are attached -
to support a possible compromise position as follows

we believe the data support the up to claims we requested and we believe the attached data
support the level playing field argument we made yesterday

nevertheless we offer the following compromise proposal

an up to claim of 5 weeks for fleas and 6 weeks for ticks based on our existing data and including
the analysis by dr miller which is attached
s

)?,; \‘,(;.’ .—_;tg&uff

#poet ¥

we will conduct additional efficacy work at 50 mg as a condition of registration & ¢¥>#”
we would prefer to stay at the original proposed appl rates but will increase them as shown in the /72777 4
table provided to george and mark yesterday G Rl
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PRODUCT PERFORMANCE / EFFICACY REVIEW
Mark Suarez, Entomologist - 1B

DATE:

EPA REG. NUMBER:

PRODUCT NAME:

REGISTRANT:

PM:
REVIEWER:
PECISION #.:

DP BARCODE:

ACTION:

ACTIVE INGREDIENT(S):

TYPE:

OPPTS GUIDELINE(S):

MRIH:

26 September 2006

2517-IN
2517-ON

Sergeant’s Cyphenothrin + IGR Squeeze-On
for Dogs [2517-IN]

Sergeant’s Cyphenothrin + Methoprene
Squeeze-On for Dogs [2517-ON]

Sergeant’s Pet Care Products, Inc.

George LaRocea, PM13
Linda DeLuise

338118 [2517-IN]
358246 [2517-ON]

305945 [2517-IN]
307614
319065 [2517-ON]

R31 [2517-IN]
R26 [2517-ON]

129013, Cyphenothrin.....40.0% [2517-IN]
129032, Pyriproxyfen....... 2.0%

129013, Cyphenothrin.....40.0% [2517-ON]
105402, s-Methoprene......2.3%

Wipe-On (Squeeze-On) for Dogs

§10.1000
810.3000
€10.3300

46346601
46039501
46041303
46166109
46298501
46298502
42614501
45086801




MRIDs [cont.] 44948301

44546601
GLP ?: No.
SITES: Dogs; Puppies (=12 weeks old)
PESTS: Fleas (adult); Fleas (eggs); Fleas (larvae);

Ticks; Mosquitoes; Mosquitoes (vector of
WNV); Mosquitoes (vector of Heartwormy);
Deer Ticks (vector of Lyme Disease)

STUDY APPLICATION RATE: variable (generally 100 mg Al/kg)

LABE]L APPLICATION RATE: Cyphenothrin:
<15 kg: 1.0mL (>3.43 mg Al/kg)*
15-33kg: 1.5mL (2.38 — 5.14 mg Al/kg)
33-66kg: 3.0mL (2.34 - 4.68 mg Al/kg)
>66kg: 4.5ml (<3.51 mg Al/kg)

Pyriproxyfen:

<15kg: 1.0mL (>0.171 mg Alkg)*
15-33kg: 1.5mL (0.117 - 0.257 mg Al/kg)
33-66kg: 3.0mL (0.117 — 0.234 mg Al/kg)

>66kg. 4.5mL (<0.175 mg Al/kg)

s-Methoprene:

<15kg: 1.0mL (>0.197 mg Al/kg)*
15-33kg: 1.5mL (0.134 — 0.296 mg Al/kg)
33-66kg: 3.0mL (0.134 — 0.269 mg Al/kg)
>66kg: 4.5mL (<0.202 mg Al/kg)

* 40% Cypermethrin w/w, 2.0% Pyriproxyfen w/w, 2.3% s-Methoprene w/w;
Specific Gravity of the formulation = 1.073 Ib/gal

STUDY SUMMARIES:

The registrant submitted and cited a number of studies in support of two new
cyphenothrin-based squeeze-on products for the protection of dogs against fleas, ticks,
and mosquitoes. Each of these products contains the adulticide cyphenothrin, in addition
to an insect growth regulator IGR). In the case of 2517-IN, the IGR is pyriproxyfen
(i.e., Nylar®); in 2517-ON the IGR 1s s-Methoprene. The incorporation of an IGR is
expected to enhance the effectiveness of the product by negatively affecting the
development of immature stages of fleas.

Dara Support for 2517-IN
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MRID 42684501. Rogosheske, S. 1990. Residuval Effectiveness of Nylar on Cat
Flea Larvae as a Carpet/Premise Spray: Lab Project Number: F-0122-90. Unpublished
study prepared by McLaughlin Gormley King Co. 16 p.

In the cited study, carpet samples infested with cat flea, Ctenocephalides felis,
larva were treated with pyriproxyfen (Nylar®). Although the application resulted in
significant reduction in adult emergence, the biology of the parasite is such that the study
does not aid in determination of the effectiveness of a spot-on. (The eggs fall off the
amimal and larvae hatch on the ground. Thus, the length of egg exposure to treated
animal hair may not be adeguate for the IGR to demonstrate insecticidal activity.)

MRID 42684501 was not considered in support of the registration of 2517-IN.

MRID 44546601. Anderson, K.; Solberg, J. 1998. Product Performance/Efficacy
Reports: Evercide Pet and Plant Spray 2648: Lab Project Number: E-3459-97: 10-223-
1085: 10-223-1185. Unpublished study prepared by McLaughlin Gormiey King Co. 120

P.
From DER dated 27 June 2000 [No electronic copy available; these are the

conclusions):

“The data presented in EPA Accession (MRID) Number 44546601, having been
obtainied from standard laboratory and kennel testing conducted according to
requirements of 95-9(a) subpart (1)~(3) on p. 263 and meeting the standards of 95~
9(bX2)(1) on p. 264 of the Product Performance Guidelines, are adeguate to support the
claims for killing adult fleas on contact by direct spray as summarized under Tab A in the
previously mentioned volume, where a similar formulation was sprayed into a plastic pail
onto CTENOCEPHALIDES FELIS adults on white terry cloth at 2 different area rates
with 99% mortality in both cases. In a similar manner, the data summarized under Tab B
in the volume are adequate to support the claims for killing ticks on contact by direct
spray, where the same similar formulation is sprayed onto RHIPICEPHALUS
SANGUINEUS on filter paper in a glass crystallizing dish with the result that 100%
mortality occurred at a standard dosage of 1.0 ml. Additionally, data summarized vnder
Tab C of the volume are adequate to support the claims for killing of fleas for 14 days
and ticks for up to 7 days following trigger spray or pump spray application of a similar
formulation (with lower concentration of active ingredients) to dogs of mixed sexes and
weights and haircoat length as well as breeds at a rate sufficient to wet the coat to
saturation, with the result that cat flea mortality was maintained at 100% for 14 days and
mortality of American dog tick, DERMACENTOR VARIABILIS, was 100% at 3 days but
fell to a marginally acceptable 81% at 7 days. Furthermore, data summarized under Tab d
of the volume are adequate to support the claims for killing of fleas for 23 days and ticks
for 9 days following trigger spray or pump spray application of the same similar
formulation as in Tab C to cats of mixed sexes and haircoat length as well as weights at
an average rate of 10.75 grams product per kilogram of pet body weight, with the result
that cat flea mortality was maintained at 93% or above for 23 days and mortality of
brown dog tick was maintained at or above 92% for 9 days. We will accept a claim for
rapid knockdown and kill of fleas on dogs following application of the subject product at
a rate sufficient to saturate the animal’s coat, based on the fact that that the similar
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formulation resulted in 100% mortality of cat fleas at 1 hour after spraying. Finally, we
will accept the claim for killing [controlling] deer ticks and other ticks [Ixodid] species
that may carry and transmit Lyme disease, on the basis of the fact that both the American
dog tick and the brown dog tick are Ixodid ticks plus we have previously accepted similar
formulations of permethrin and pyrethrins in combination that were effective against deer

tick. -- RL Vern L. McFarland, IB”

The cited MRID could not be considered in support of the subject formulations
because the test formulations were not similar to those under consideration. The test
Jormulations contained permethrin and pyrethrins, not cyphenothrin, pyriproxyfen, or s-

methoprene.

MRID 44948301. Schlekau, J. 1999. Product Performance/Efficacy Reports: Nylar
Concentrate 2607: Lab Project Number: TL-3095: TL-3096: TL-3097. Unpublished
study prepared by McLaughlin Gormley King Co. 61 p.

In the cited study, carpet samples infested with cat flea, Ctenocephalides felis,
larva were treated with a shampoo or direct spray containing pyriproxyfen (Nylar®).
Although the application resulted in significant reduction in adult emergence and notable
residual activity for the duration of the study (>90, for 6 to 13 months) months, the
biology of the parasite is such that the study does not aid in determination of the
effectiveness of a spot-on. {The eggs fall off the animal and larvae hatch on the ground.
Thus, the length of egg exposure to treated animal hair may not be adeguate for the IGR

to demonstrate insecticidal activity.)
MRID 42684501 was not considered in support of the registration of 2517-IN.

MRID 45086801. Donahue, W.; Meola, S.; Palma, K. et al. 2000. Nylar 50
(percent) Concentrate: Product Performance/Efficacy Reports. Unpublished study

prepared by McLaughlin Gormley King. 79 p.

From DER dated 27 June 2000:
“CONCLUSIONS & RECOMMENDATIONS The data presented in EPA Accession

{(MRID) Number 450868-01, having been compiled from standard laboratory and kennel
testing conducted according to requirements of § 95-9(a)}{1) to (3) on p. 263 and meeting
the standard of § 95-9, subpart (b)(2)(1) on p. 264 of the Product Performance Guidelines
are adequate to support claims of inhibiting the hatch of larval fieas, killing of flea egos,
inhibiting the hatch of flea eggs and adversely affecting the physiological health of fleas
when the subject nroduct is diluted to produce end use products having a active
ingredient [pyriproxyfen] concentration of 0.01% and 0.025% as a dip and 0.025% and
0.05% as a shampoo in the testing reported in the portion under Tab 1; are adequate to
demonstrate the physiological effects of extremely low concentrations of active
ingredient on the molecular structure of flea eggs exposed to pyriproxyfen in glass vials
having a deposit of 0.25 mg/em? as reported in the portion under Tab 2, to the extent that
pyriproxyfen prevented cellular differentiation and no blastoderm had formed in eggs that
were collected even more than 50 hours after exposure; are adequate to demonstrate the
inhibition of egg hatch and emergence of adult fleas when eggs were exposed to either
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residues of 1.1 mg/cm” on filter paper or the same deposit on aliquots of dog hair, which
were prepared by using a standard dilution of 0.007% a.i. solution, or when exposed to
dog hair that had been treated with pyriproxyfen as a 0.125% spray, all of which were
reported under Tab 3; and are adequate to demonstrate the following physiological effects
on adults and eggs of the cat flea, Crenocephalides felis, when adult fleas of both sexes
were exposed to 1.1 mg Al/em” on treated filter paper: histological studies of unfed fleas
demonstrated that pyriproxyfen exposure caused depletion of fat body reserves and death
by starvation, and fed fleas exposed to pyriproxyfen-treated dog hair also appeared to die
of starvation, while eggs deposited by females in these tests were largely empty shells;
additionally, studies on flea eggs suggested that pyriproxyfen was less effective as an
ovicide than fenoxycarb, that pyriproxyfen exposure of newly laid eggs did not prevent
hatching, but 10 minute exposure of the eggs killed 50% of fleas that developed to larval
stage. These new findings, all of which were reported under Tab 4, indicated that
pyriproxyfen had an unusual latent effect in which short-term exposure of flea eggs early
in embryogenesis was often lethal to flea larvae that hatched from the egg 3 days later. In
contrast, a longer-term (2-hour) exposure of eggs to pyriproxyfen produced embryocidal
effects. Thus, these data are collectively adequate to demonstrate the effectiveness of
pyriproxyfen formulations of various dilutions against cat flea in egg, larval and adult
stages when the subject product, which is a manufacturing use concentrate, is used to
prepare end use products. Specific claims are dependent upon concentration, frequency
of application and various other factors which are beyond the scope of this review and
will need to be handled on an individual case-by-case basis. It will be necessary for
either the registrant or their customers who purchase this product for use in formulating
their own end use products to provide labeling outlining the types of claims which are
applicable to their formulation(s).--RL Vern L. McFarland, IB”

MRID 46166109, Cruthers, L. 2003. Efficacy Evaluation of a Cyphenothrin Spot
On Against Adult Cat Fleas (Ctenocephalides felis), Adult Brown Dog Ticks
(Rhipicephalus sanguineus), American Dog Ticks (Dermacentor variabilis), Nymphal
Deer Ticks (Ixodes scapularis), and Adult dedes aegypii Mosquitoes on Dogs. Project
Number: 0307. Unpublished study prepared by Professional Laboratory and Research

and Thomas A. Miller, 342 p.

When applied at a rate of 100 mg/kg, the tested Cyphenothrin Spot-on was greater
than 90% effective (based on comb counts) against adult cat fleas, Ctenocephalides felis,
and nearly 90% effective against American dog ticks, Dermacentor variabilis, between
test days 3 and 30.

On Test Day 37, this formulation was only ~81% and ~75% effective against adult
fleas and ticks. The efficacy against adult fleas was less than ~47% on Test Days 44 and
31 and less than ~ 69% effective against adult ticks at these same times.

On Test Day 7, this cyphenothrin spot-on formulation was 100% effective against
adult fleas at 1, 2 and 3 hours post-infestation and ~83, 89, and 95% effective
respectively, against adult American dog ticks at these same time points. The majority of
the dead fleas and ticks were found in the pans beneath the dog cages at 1 hour post-
infestation on Test Day 7.

Hair removed from dogs treated with this cyphenothrin spot-on formulation killed
~98% of the nymphal deer ticks on Test Day 10 and ~81% of the nymphal deer ticks on
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Test Day 38. This cyphenothrin spot-on formulation reduced the net percent mosquito
landings by ~28%, 19% and 0% on Test Days 9, 30 and 51, respectively. Net percent
mosquito mortality (really dead + moribund) was ~96%, 100% and 0% on Test Days 9,
30 and 31, respectively and the net percent reduction in blood-feeding was ~91%, 83%
and 6% on Test Days 9, 30 and 51, respectively.

The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg Al/kg. The label dose rate is > 5. 14mg Al/kg, except
Jor dogs less than 0.3 kg. Thus, the study does not support the desired registration.

MRID 46298501, Miller, T. 2003. Effect of Shampoo After Treatment with
Cyphenothrin Squeeze-on on Efficacy against Adult Cat Fleas (Ctenocephalides felis),
Adult Brown Ticks (Rhipicephalus sanguineus) on Dogs: Analysis of Data and
Conclusions. Project Number: MS/20D. Unpublished study prepared by Sharp Veterinary
Hospital and Vetoquinol N.A., Inc. 15 p.

A squeeze-on formulation containing cyphenothrin was applied once to two groups of
dogs that were infested and were subsequently re-infested with adult fleas
(Ctenocephalides felis) and ticks (Rhipicephalus sanguineus). The dose rate was 100
mg/kg. Flea and tick counts were performed at 1 and 2 days after treatment and at 1 and 2
or 3 days after re-infestation. The treated dogs were bathed with low detergent shampoos
12 days after treatment and wetted with water on the 19% day. No significant effect of
shampoo on the residual efficacy of the spot-on was observed. Efficacy, at 90% or better
compared with untreated controls, was shown against fleas for up to 16 days and against
ticks for 30 days. The data appear to support claims against adult fleas for up to 30 days,

if the dog is not washed or wetted.

The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg Al/kg. The label dose rate is >5.14mg Al/kg, except
Jfor dogs less than 0.5 kg. Thus, the study does not support the desired registration.

MRID 46298502, Miller, T. 2003. Competitive Efficacy Evaluation of a
Cyphenothrin Spot-On Against Adult Cat Fleas (Ctenocephalides felisy, Adult Brown
Dog Ticks (Rhipicephalus sanguineus) and Against Feeding by Aedes albopictus and
Culex quinguefasciatus Adult Mosquitoes on Dogs. Project Number: MS13D.
Unpublished study prepared by Sharp Veterinary Hospital and Vetoquinol N.A., Inc. 25
P-
Squeeze-on formulations containing cyphenothrin, fipronil, or phenothrin were
applied once a group of dogs that were infested and were subsequently re-infested with
adult fleas (Ctenocephalides felis), ticks (Rhipicephalus sanguineus), and mosquitoes
(Aedes albopictus and Culex quinquefasciatus). The dose rate was approximately 100
mg/kg. Flea and tick counts were performed at 1 and 2 days after treatment and at 1 and
2 or 3 days after re-infestation. Efficacy, at 90% or better compared with untreated
controls, was shown against fleas and ticks for up to 37 days. For mosquitoes, feeding
was reduced by >90%, cormpared to controls, through 22 DAT. The data appear to
support claims against adult fieas for up to 30 days, if the dog is not washed or wetted.
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The study dose rate is substantially greater than the label dose rate and the
Jformulation contains 2.3% s-Methoprene, which is not in the formulation of the
registration being sought. The dose rate used in the study was 100 mg Cyphenothrin/kg.
The label dose rate is >11.012 mg Cyphenothrin/kg, except for dogs less than 1 kg.
Thus, the study does not support the desired registration.

Data Support for 2517-ON

MRID 46039501. Cruthers, L. 2003. Efficacy Evaluation of a Permethrin Squeeze-
On Against Adult Cat Fleas (Ctenocephalides Felis), Adult Brown Dog Ticks
(Rhipicephalus Sanguineus), Nymphal Deer Ticks (Ixodes Scapularis) and Adult dedes
aegypti Mosquitoes on Dogs. Project Number: 0243, Unpublished study prepared by
Professional Laboratory and Research. 79 p.

The cited study was not applicable to the registration desired. The study examined
the efficacy of 45% permethrin formulations against various pet parasites.

MRID 46039501 was not considered in support of the registration of 2517-ON.

MRID 46041303, Miller, T. 2003. Dose Titration of an S-Methoprene Spot-On (sic}
Dogs: Final Report, Statistical Analyses and Conclusions. Unpublished study prepared in
cooperation with Auburn University. 19 p.

The primary objective was to determine the dose rate of s-methoprene in a spot-on
formulation that would provide one month of residual flea ovisterilant activity on dogs:
Regression-correlation analyses showed that only when the dose rate was logarithmically
transformed (log n mg/kg) was there a highly significant correlation between dose rate
and duration of residual flea ovisterilant efficacy at the 90% level. The resultant
regression equation predicted that a dose rate of 2.8 mg/kg provides 30 days of eificacy at
80%. The correlation between dose rate and residual efficacy at the 100% level was not
statistically significant. However, flea eggs collected on day 31 from the two cats treated
at the highest dose rates of 3.5 to 3.6 mg/kg were all sterile, indicating that the predicted
dose rate for a 100% residual efficacy claim is about these values.

The study dose rate (~3.5 mg/kg) and proposed dose rate (2.8 mg/kg) are 10x
greater than the highest label dose rate(0.296 mg/kg). Thus, the study does not support

the desired registration.

MRID 46166109, Cruthers, L. 2003. Efficacy Evaluation of a Cyphenothrin Spot-
On Against Adult Cat Fleas (Ctenocephalides felis), Adult Brown Dog Ticks
(Rhipicephalus sanguineus), American Dog Ticks (Dermacentor variabilis), Nymphal
Deer Ticks (Ixodes scapularis), and Adult Aedes aegypti Mosquitoes on Dogs. Project
Number: 0307. Unpublished study prepared by Professional Laboratory and Research

and Thomas A. Miller, 342 p.

When applied at a rate of 100 mg/kg, the tested Cyphenothrin Spot-on was greater
than 90% effective (based on comb counts) against adult cat fleas, Crenocephalides felis,

7114~

85



and nearly 90% effective against American dog ticks, Dermacentor variabilis, between
test days 3 and 30.

On Test Day 37, this formulation was only ~81% and ~75% effective against adult
fleas and ticks. The efficacy against adult fleas was less than ~47% on Test Days 44 and
51 and less than ~ 69% effective against adult ticks at these same times.

On Test Day 7, this cyphenothrin spot-on formulation was 100% effective against
adult fleas at 1, 2 and 3 hours post-infestation and ~83, 89, and 95% effective
respectively, against adult American dog ticks at these same time points. The majority of
the dead fleas and ticks were found in the pans beneath the dog cages at 1 hour post-
infestation on Test Day 7.

Hair removed from dogs treated with this cyphenothrin spot-on formulation killed
~98% of the nymphal deer ticks on Test Day 10 and ~81% of the nymphal deer ticks on
Test Day 38. This cyphenothrin spot-on formulation reduced the net percent mosquito
landings by ~28%, 19% and 0% on Test Days 9, 30 and 31, respectively. Net percent
mosquito mortality (really dead + moribund) was ~96%, 100% and 0% on Test Days 9,
30 and 51, respectively and the net percent reduction in blood-feeding was ~91%, 83%

and 6% on Test Days 9, 30 and 51, respectively.

The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg Al/kg. The label dose rate is >5.14mg Al/kg, except
Jor dogs less than 0.3 kg, Thus, the study does not support the desired registration.

MRID 46298502, Miller, T. 2003, Competitive Efficacy Evaluation of a
Cyphenothrin Spot-On Against Adult Cat Fleas (Ctenocephalides felis), Adult Brown
Dog Ticks (Rhipicephalus sanguineus) and Against Feeding by Aedes albopictus and
Culex guinguefasciatus Adult Mosquitos on Dogs. Project Number: MS13D.
Unpublished study prepared by Sharp Veterinary Hospital and Vetoquinol N.A., Inc. 25

P-

Squeeze-on formulations containing cyphenothrin, fipronil, or phenothrin were
applied once a group of dogs that were infested and were subsequently re-infested with
adult fleas {Ctenocephalides felis), ticks (Rhipicephalus sanguineus), and mosquitoes
(dedes albopictus and Culex quinguefasciatus). The dose rate was approximately 100
mg/kg. Flea and tick counts were performed at 1 and 2 days after treatment and at 1 and
2 or 3 days after re-infestation. Efficacy, at 90% or better compared with untreated
controls, was shown against fleas and ticks for up to 37 days. For mosquitoes, feeding
was reduced by >90%, compared to controls, through 22 DAT. The data appear to
support claims against adult fleas for up to 30 days, if the dog is not washed or wetted.

The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg Cyphenothrin/kg. The label dose rate is approximately
> 1/10™ the study dose rate, except for dogs less than I kg. Thus, the study does not
support the desired registration.
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ENTOMOLOGIST’S COMMENTS AND RECOMMENDATIONS:
Comment on the requirement for an animal safety study is deferred to the risk and

product managers.

The cited data do not support the desired registrations because the study dose
rates are above the label application rates. It is not possible to bridge these data to
support the desired efficacy claims against fleas, ticks, or mosquitoes. Claims related to
product efficacy have not been addressed below, but will be if the registrant is able to
submit or cite relevant efficacy data, the following general label comments apply.

Remove control claims throughout the labels. The product will provide relief
from the pests for the supported duration, but will not offer control of pests.
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Label Comments:

2517-IN Claims:
[MASTERCARTON/PACK LABEL - FRONT PANEL]

) b —

o

20.

21.
22.
23.
24,
25.
26.

27.
29.
30. kHs-and-Detaches Tieks
31.
32.
33.
34,
33.
36.
37.

a

0.

Pleasant Fresh Scent [or] [Fragrance])

7?7 {?7 - dependent on applicator size and guantity in market package - "e.g. 3, 6
or 12 Months"} Supply][For Dogs Weighing Up To 77 Lbs.]*

Free-Way Protection-[Kills fleas, ticks, mosquitoes, flea eggs & larvae] [for up to
42 days] jper application]*

Five-WayProteeton-to{ Kills fleas, ticks, mosquitoes, flea eggs & larvae]
Five-Way-Proteetiont-Kills ticks, mosquitoes, fleas, flea eggs & larvae]

5 Wey-Preteetiont-Kills ticks, mosquitoes, fleas, flea eggs & larvae

Extended Protection [[42-Day] [6 Week] Flea ,Tick & Mosquito Treatment]*

42-Day Flea and Tick Gentrel*

. With Nylar® Insect Growth Regulator which Breaks the Flea Life Cycle

. With Nylar® to Break Flea Life Cycle*

. With Insect Growth Regulator to Break Flea Life Cycle*

. Dual Action[!] Cyphenothrin with Nylar® IGR Effectively Breaks the Flea Life

Cycle

. Dual Action [!]: Effectively Breaks the Flea Life Cycle[!]*

. [For Dogs & Puppies (Over 12 Weeks of Age) Less than 15 1bs.]

. [For Dogs & Puppies (Over 12 Weeks of Age) 1510 33 1bs.]

. [For Dogs & Puppies (Over 12 Weeks of Age) 33 to 66 1bs.]

. [For Dogs & Puppies (Over 12 Weeks of Age) 66 lbs and Over)

. Three Applications {for cartons with 3 applicators}.] and for [4-1/2 Month

Supply] or {18 Week Supply]

For Dogs {less than 15 1bs.] or [15 Ibs. to 33 1bs.] or {33 Ibs. to 66 1bs.] or [66 Ibs.
and Over]

Breaks Flea Life Cycle!*

Best if used year round!

Kills & Repels Fleas Up to [6 weeks)], [42 days]!*
Kills-&Repels-MNew-Heasin-less-than-1-hourl®

Kills&=Repels New-Ticksin-less-than 3-hourst®

Kills-&Repels 93% of Heasand Helssfand-continues-te-work-forup to-six
waelks]

2 1] : s ) S
L

%%e%ﬁe&e}—agﬁ%ﬁsﬁiel—s—feﬁﬂﬁ—te{-é—wee}csﬁm

Kills over 93% of Ticks

Easy to Use Application

Specially Formulated for Dogs and Puppies

42 Day Protection! ' '

Monthly Calendar Stickers Inside!
Patented-Technology-fecombines-effestiveness-with-gentlenessH
Kills Flea Eggs & Larvae for more than {63 days], [9 weeks]!*
Prevents Flea Eggs From Developing Into Biting Adults*
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39. Kills Mosquitoes for up to [30 days!] [42 days!]*

40. Kills Mosguitoes {vector-of West Nite-Virus)-for up to [30 days)[42 days!]*

41. Protects Against Blood Feeding by Mosquitoes (that may
[wansmit)[carryv]j vector] of Heartworm) For up to [30 days!] {42 days!]*

42. Kills & Repels Ticks for Up to [42 days), [6 weeks] ¥

43, Kills & Repels Deer Ticks (vector of Lyme Disease) for up to [35 days!] [42
days!])*

44, Kills & Repels Ticks (Including Deer Ticks) for up to [35 days!][42 days!]*

45. Kills & Repels Brown Dog Ticks [{Rhipicephalus sanguineus)}] for up to 42
days!])*

46. Kills & Repels American Dog Ticks [(Dermacentor variabilisy) or up to 42
days!*

47. Apply every [42 days], [6 weeks]!*

48. 42 Days Flea and Tick Treatment!*

49. Kills & Repels Fleas and Ticks for up to 42 days!*

50. Kills all stages of the flea life cycle*®

51. Kills Fleas, Flea Eggs & Larvae for up to 6 Weeks*

52. K i £are-rnay | EansEy

53. Waterproof formula.

54. Dogs can be bathed 24 hours after squeeze-on is applied]

5%, L@ﬂﬂﬁheﬁe—w-eﬂﬁ*@%—}eﬂgenh&&ﬁ%heﬂ‘-&émg-ﬁﬁméﬁ

56. Ler : e

57. [MASTERCART ON/PA CK LABEL — BACK/SIDE PANNELS CON’T]

[Sergeant’s Cyphenothrin + IGR Sgueeze-On for Dogs [with] [Nylar®] [an]
[Insect Growth Regulator] is an effective and easy to use product.]) [Sergeant's
Cyphenothrin + IGR Squeeze-On for Dogs [with] [Nylar® ] {an] [Insect Growth
Regulator] has demonstrated greater-than5%-control of fleas and ticks within one
day of application.] [Sergeant's Cyphenothrin + IGR Squeeze-On for Dogs [with]
[Nylar®] [an] [Insect Growth Regulator] prevents eggs from fleas on treated dogs
from developing into biting adults for 63 days.] [As with all flea and tick control
products, Sergeant's Cyphenothrin + IGR Sgueeze-On for Dogs [with] [Nylar®] [an]
[Insect Growth Regulator] should be used as part of a {an overall] [complete]
program [aimed af] [fo] [intended to] [reduce] reducing flea populations in the dog’s
environment (bedding, carpets, kennel, yard).] [Consult your retailer for program
recornmendations.)
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2517-ON Claims:
[CARTON LABEL - DRAFT MASTER LABEL COPY]

1.
2.

Pleasant Fresh Scent {or]{Fragrance]

Flea & Tick Control for Dogs & Puppies 12 weeks old and older][18 week],
[24],{36], [48]{54] [72] Week Supply For Dogs weighing [less than 15 1bs], {15 to
33 lbs], [33 to 66 Ibs] {66 Ibs and over] {15 Ibs and over]*

Four Way Protection [Kills [fleas] and {ticks], [for up 10 six weeks], [flea eggs]
[for up to one month]] and prevents mosquitoes from feeding on dogs [for up to
three weeks!]

Works up to {6] [Six] Weeks on fleas and ticks!]

Protects for up to [6] [Six] Weeks against [fleas] [ticks]!]

Kills [For Up To 6 Weeks:] fleas and ticks, [For up to 6 Weeks] and-prevents
mosquitoes tthat-may fearryifiransmitbevectorst-of-West Nile-Virus) from
feeding on dogs for up to three weeks!

Kills Flea eggs for up to one month

Lour-Way-Proteetion-Kills fleas, ticks, and flea eggs and prevents mosquitoss

from feeding on dogs]™*

Four-WlayProtectiont-Kills fieas, ticks, and flea eggs and prevents mosguitoes

from feedlnﬂ on do cfs]

12,
13.

14.
15.
16.
17.

18.
19.

20.

21.

22,
23.
24,
25,
26.
27.

42- Day Flt:a LSD, (6) W eel’] [Flea and Tick Controi]*
Prevents mosquitoes ¢tharmay-fearryffiransmitfbe-vestorsl-of i e
from feeding on dogs for up 10 3 weeks]

With methoprene an Insect Growth Regulator which Breaks the Flea Life Cycle¥®
With methoprene to Break Flea Life Cycle*

With Insect Growth Regulator to Break Flea Life Cycle*

Dual Action [!]: Cyphenothrin with methoprene IGR Effectively Breaks the Flea
Life Cycle] *

Dual Action [!]: Effectively Breaks the Flea Life Cycle[!]*

For Dogs & Puppies (Over 12 Wecks of Age) Less than 15 Ibs.][* For Dogs &
Puppies (Over 12 Weels of Age) 15 to 33 Ibs.][* For Dogs & Puppies (Over 12
Weeks of Age) 33 to 66 Ibs.][* For Dogs & Puppies (Over 12 Weeks of Age) 66
Ibs and Over]

Three Applications {for cartons with 3 applicators} and or {4-1/2 Month Supply]
or [ 18 Week Supply]

For Dogs [less than 15 lbs.] or [15 Ibs. to 33 Ibs.] or [33 Ibs. to 66 1bs.] or {66 lbs.
and Over]

Breaks Flea Life Cycle!*

Best if used year round!

Kills & Repels Fleas Up to [6 weeks], [42 days]!*

Kils-SRepels-New-Fleas-in-tessthan-thour
ks
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38. Easy to Use Application

39. Specially Formulated for Dogs and Puppies
40. 42 Day Protection against fleas and ticks!
41. 21 Day Protection against mosquitoes!

42. Reminder Calendar Stickers Inside!

44, Kills Flea Eggs for 30 days]
45. Prevents Flea Eggs From Developing Into Biting Adults*
46. Prevents mosquitoes from feeding on dogs for up to [21 days!]

47. Prevents mosquitoes &hat-may-fearsyifransmitifhe-vectorshof-West-Nite-Viruas)

from feeding on dogs for up to {21 days]*

48. Protects Against Blood Feeding by Mosquitoes ¢that-sray-Fearryransmitibe
veetorsi-ef-West-Nitems) For up to {21 days!]*

49. Kilis & Repels Ticks for Up to [42 days],[6 weeks]!]*

50. Kills & Repels Deer Ticks (that may {transmit]{carryl{be a vector] of Lyme
Disease) for up to [35 days!] [42 days!]*

51. Kills & Repels Ticks (Including Deer Ticks) for up to [35 days!] [42 days!]*

52. Kills & Repels Brown Dog Ticks [(Rhipicephalus sanguineus)] for up to 42
days!#

53. Kills & Repels American Dog Ticks {{(Dermacentor variabilis)} for up to 42
days!*®

54. Apply once every [42 days], {6 weeks]!*

55. 42 Days Flea and Tick Treatment!*

56. Kills & Repels Fleas and Ticks for up to 42 days!*

57. KﬂlS Fleas and Flea Eggs for up to 4 Weeks

62. [BACK/SIDE CARTON LABEL - MASTER LABEL]

[Sergeant's Squeeze-On Flea & Tick Control with methoprene is an effective and
easy to use product.} [Sergeant’s Squeeze-On Flea & Tick Control with methoprene
has demonstrated greater than 95% of fleas and ticks within one day of application.]
[Sergeant's Squeeze-On Flea & Tick Control with methoprene prevents eggs from
fleas on treated dogs from developing into biting aduits for 30 days.] [As with all flea
and tick control products, Sergeant's Squeeze-On Flea and Tick Control with
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PRODUCT PERFORMANCE / EFFICACY REVIEW
Mark Suarez, Entomologist - 1B

DATE:

EPA REG. NUMBER:

PRODUCT NAME:

REGISTRANT:

PM:
REVIEWER:
DECISEON #.:

PP BARCODE:

ACTION:

ACTIVE INGREDIENT(S):

TYPE:

OPPTS GUIDELINE(S):

MRID:

26 September 2006
2517-
2517-ON
Sergeant’s Cyphenothrin + IGR Squeeze-On
for Dogs [2517-IN]

Sergeant’s Cyphenothrin + Methoprene
Squeeze-On for Dogs [2817-ON]

Sergeant’s Pet Care Products, Inc,

George LaRocca, PM13
Linda DeLuise

338118 {2517-IN]
358246 [2517-ON]

305945 [2517-IN]
307614
319065 [2517-ON]

R31 [2517-IN]
R26 [2517-ON]

129013, Cyphenothrin.....40.0% [2517-IN]
129032, Pyriproxyfen....... 2.0%

129013, Cyphenothrin.....40.0% [2517-ON]
105402, s-Methoprene.......2.3%

Wipe-On (Squeeze-On) for Dogs
810,1000
810.3000
810,3300

46346601

. 46039501

46041303
46166109
46298501
46298502
42614501
45086801




MRIDs [cont.] 44948301

443546601
GLP ?2; No.
SITES: Dogs; Puppies (>12 weeks old)
PESTS: Fleas (adult); Fleas (eggs); Fleas (larvae);

Ticks; Mosquitoes; Mosquitoes {vector of
WNV); Mosquitoes (vector of Heartwormy);
Deer Ticks (vector of Lyme Disease)

STUDY APPLICATION RATE: variable (generally 100 mg A/kg)

LABEL APPLICATION RATE: Cyphenothrin:
<15 kg: 1.0mL (>3.43 mg AVkg)*
15-33kg: 1.5mL (2.38 — 5.14 mg Al/kg)
33-66kg: 3.0mL (2.34 - 4.68 mg Alkg)
>66kg: 4.5ml (<3.51 mg AVkg)

Pyniproxyfen:

<15 kg: 1.0mL (>0.171 mg Alkg)*
15-33kg: 1.5mL (0.117 — 0.257 mg Al/kg}
33-66kg: 3.0mL (0.117 — 6.234 mg Alkg)
>66kg. 4.5mL (<0.175 myg Alkg)

s-Methoprene:

<15 kg: 1.0mL (>0.197 mg Alkg)*
15-33kg: 1.5mL (0.134 -- 0.296 mg Al/kg)
33-66kg: 3.0mL (0.134 - 0.269 mg Al/kg)
>66kg: 4.5ml (<0.202 mg Al/kg)

* 40% Cypermethrin w/w, 2.0% Pyriproxyfen w/w, 2.3% s-Methoprene w/w;
Specific Gravity of the formulation = 1.073 b/gal

STUDY SUMMARIES:

The registrant submitted and cited a number of studies in support of two new
cyphenothrin-based squeeze-on products for the protection of dogs against fleas, ticks,
and mosguitoes. Each of these products contains the adulticide cyphenothiin, in addition
to an insect growth regulator (IGR). In the case of 2517-IN, the IGR is pyriproxyfen
{i.e., Nylar®}; in 2517-ON the IGR is s-Methoprene. The incorporation of an IGR 1s
expected to enhance the effectiveness of the product by negatively affecting the
development of immature stages of fleas,

Liata Support for 251 7-IN
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MRID 42684501. Rogosheske, S. 1990. Residual Effectiveness of Nylar on Cat
Flea Larvae as a Carpet/Premise Spray: Lab Project Number: F-0122-90. Unpublished
study prepared by McLaughlin Gormley King Co. 16 p.

In the cited stady, carpet samples infested with cat flea, Crenocephalides felis,
larva were treated with pyriproxyfen (Nylar®). Although the application resuited in
significant reduction in adult emergence, the biology of the parasite is such that the study
does not aid in determination of the effectiveness of a spot-on. (The eggs fail off the
animal and larvae hatch on the ground. Thus, the length of egg exposure to treated
animal hair may not be adequate for the IGR to demonstrate insecticidal activity.)

MRID 42684501 was not considered in support of the registration of 2517-IN.

MRID 44546601. Anderson, K.; Solberg, J. 1998. Product Perfonmance/Efficacy
Reports: Evercide Pet and Plant Spray 2648: Lab Project Number: E-3459-97; 10-223-
1085: 10-223-1185. Unpublished study prepared by McLaughlin Gormley King Co. 120

p.
From DER dated 27 June 2000 [No electronic copy available; these are the

conclusions|:

“The data presented in EPA Accession (MRID) Number 44546601, having been
obtained from standard laboratory and kennel testing conducted according to
requirements of 93-9(a) subpart (1)-(3) on p. 263 and meeting the standards of 93-
O(b)(2X(1) on p. 264 of the Product Performance Guidelines, are adeguate to support the
claims for killing adult fleas on contact by direct spray as surmmarized under Tab A in the
previously mentioned volume, where a similar formulation was sprayed into a plastic pail
onto CTENOCEPHALIDES FELIS adults on white terry cloth at 2 different area rates
with 99% mortality i1 both cases. In a similar manner, the data summarized onder Tab B
in the volume are adequate to support the claims for killing ticks on contact by direct
spray. where thie same similar formulation is sprayed onto RFIPICEPHALUS
SANGUINEUS on filter paper in a glass crystallizing dish with the result that 100%
mortality occurred af a standard dosage of 1.0 mi. Additionally, data summarized under
Tab C of the volume are adeguate to support the claims for killing of fleas for 14 days
and ticks for up to 7 days following trigger spray or pump spray application of a similar
fonmulation (with lower concentration of active ingredients) to dogs of mixed sexes and
weiglts and haircoat length as well as breeds at a rate sufficient to wet the coat to
saturation, with the result that cat flea mortality was maintained at 100% for 14 days and
moriality of American dog tick, DERMACENTOR VARIABILIS, was 100% at 3 days but
tell to a marginally acceptabie 81% at 7 days. Furthermore, data summarized under Tab d
of the volume are adequate to support the claims for killing of fleas for 23 days and ticks
for 9 days following trigger spray or pump spray application of the same similar
formulation as in Tab C to cats of mixed sexes and haircoat length as well as weights at
an average rate of 10.75 grams product per kilogram of pet body weight, with the resuit
that cat flea mortality was maintained at 93% or above for 23 days and mortatity of
brown dog tick was maintained at or above 92% for 9 days. We will accept a claim for
rapid knockdown and kill of fleas on dogs following application of the subject product at
a rate sufficient to saturate the animal's coat, based on the fact that that the similar

-3/14-

04



formulation resulted in 100% mortality of cat fleas at | hour after spraying. Finally, we
will accept the claim for killing [controlling] deer ticks and other ticks [1xodid] species
that may carry and fransmit Lyme disease, on the basis of the fact that both the American
dog tick and the brown dog tick are Ixodid ticks plus we have previously accepted similar
formulations of permethrin and pyrethrins in combination that were effective against deer
tick. -- RL Vern L. McFarland, 1B”

The cited MRID could not bz considered in support of the subject formulations
because the test formulations were not similar to those under consideration. The test
Jormulations contained permethrin and pyrethrins, not cyphenothrin, pyriproxyfen, or s-

methoprene.

MRID 44948301. Schlekau, J. 1999, Product Performance/Efficacy Reports: Nylar
Concentrate 2607: Lab Project Number: TL-3095: TL-3096: TL-3097. Unpublished
study prepared by McLaughlin Gormley King Co, 61 p.

In the cited study, carpet samples infested with cat flea, Ctenocephalides felis,
larva were treated with a shampoo or direct spray containing pyriproxyfen (Nylar®), -
Although the application resulted in significant reduction in adult emergence and notable
residual activity for the duration of the study (>90, for 6 to 13 months) months, the
biology of the parasite is such that the study does not aid in determination of the
effectiveness of a spot-on. (The eggs fall off the animal and larvae hatch on the ground.
Thus, the length of egg exposure to treated animal hair mdy not be adeguate for the IGR
to demonstrate insecticidal activity.)

MRID 42684501 was not considered in support of the registration of 2517-IN.

MRID 45086801. Donahue, W.; Meola, S.; Palma, K. et al. 2000. Nylar 30
{percent) Concentrate: Product Performance/Efficacy Reports. Unpublished study
prepared by McLaughlin Gormley King. 79 p.

From DER dated 27 June 2000:

“CONCLUSIONS & RECOMMENDATIONS The data presented in EPA Accession
(MRID) Number 450868-01, having been compiled from standard laboratory and kennel
testing conducted according to reguirements of § $5-9(a)(1) to (3) on p. 263 and meeting
the standard of § 95-9, subpart (b}(2)(i} on p. 264 of the Product Performance Guidelines

are adequate to support claims of inhibiting the hatch of farval fleas killing of flea eggs.
inhibiting the hatch of flea eggs and adversely affecting the physiological health of fleas
when the subiect product is diluted to produce end use products having a active
ingredient [pyriproxyfert] concentration of 0.01% and 0.025% as a dip and 0.025% and
0.05% as a shampoo in the testing reported in the portion under Tab I; are adequate to
demonstrate the physiological effects of extremely low concentrations of active
ingredient on the molecular structure of flea eggs exposed to pyriproxyfen in glass vials
having a deposit of 0.25 mg/cm” as reported in the portion under Tab 2, to the extent that
pyriproxyfen prevented cellular differentiation and no blastoderm liad formed in eggs that
were collected even more than 50 hours after exposure, are adeguate to demonstrate the
inhibition of egg hatch and emergence of aduli fleas when sggs were exposed to either
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residues of 1.1 mg,/cm2 on filter paper or the same deposit on aliquots of dog hair, which
were prepared by using a standard dilution of 0.007% a.i. solution, or when exposed to
dog hair that had been treated with pyriproxyfen as a 0.125% spray, all of which were
reported under Tab 3; and are adequate to demonstrate the following physiological effects
on adults and eggs of the cat flea, Crenocephalides felis, when adult fleas of both sexes
were exposed to 1.1 mg Al/em” on treated filter paper: histological studies of unfed fleas
demonstrated that pyriproxyfen exposure caused depletion of fat body reserves and death
by starvation, and fed fleas exposed to pyriproxyfen-treated dog hair also appeared to die
of starvation, while eggs deposited by females in these tests were largely empty shells;
additionally, studies on flea eggs suggested that pyriproxyfen was less effective as an
ovicide than fenoxycarb, that pyriproxyfen exposure of newly laid eggs did not prevent
hatching, but 10 minute exposure of the eggs killed 50% of fleas that developed to larval
stage. These new findings, all of which were reported under Tab 4, indicated that
pyriproxyfen had an unusual latent effect in which short-term exposure of flea eggs early
in embryogenesis was often lethal to flea larvae that hatched from the egg 3 days later. In
contrast, a longer-term (2-hour) exposure of eggs to pyriproxyfen produced embryocidal
effects. Thus, these data are collectively adequate to demonstrate the effectiveness of
pyriproxyfen formulations of various dilutions against cat flea in egg, larval and adult
stages when the subject product, which is a manufacturing use concentrate, is used to
prepare end use products. Specific claims are dependent upon concentration, frequency
of application and various other factors which are beyond the scope of this review and
will need to be handled on an individual case-by-case basis. It will be necessary for
either the registrant or their customers who purchase this product for use in formulating
their own end use products to provide labeling outlining the types of ¢claims which are
applicable to their formulation(s).--RL Vern L. McFarland, IB”

MRID 46166109, Cruthers, L. 2003. Efficacy Evaluation of a Cyphenothrin Spot
On Against Adult Cat Fleas (Ctenocephalides felis), Adult Brown Dog Ticks
{Ritipicephalus sanguineus), American Dog Ticks (Dermacentor variabilis), Nymphal
Deer Ticks (Ixodes scapularis), and Adult Aedes aegypti Mosquitoes on Dogs. Project
Number: 0307, Unpublished study prepared by Professional Laboratory and Research
and Thomas A. Miller, 342 p.

When applied at a rate of 100 mg/kg, the tested Cyphenothrin Spot-on was greater
than 90% effective (based on comb counts) against adult cat fleas, Ctenocephalides felis,
and nearly 0% effective against American dog ticks, Dermacentor variabilis, between
test days 3 and 30. :

On Test Day 37, this formulation was only ~81% and ~75% effective against adult
fleas and ticks. The efficacy against adult fleas was less than ~47% on Test Days 44 and
51 and iess than ~ 69% effective against adult ticks at these same times.

On Test Day 7, this cyphenothrin spot-on formulation was 100% effective against
adult fleas at 1, 2 and 3 hours post-infestation and ~83, 89, and 95% effective
respectively, against adult American dog ticks at these same time points. The majority of
the dead fleas and ticks were found in the pans beneath the dog cages at 1 hour post-
infestation on Test Day 7.

Hair removed fromn dogs treated with this cyphenothrin spot-on formulation kiiled
~38% of the nymphal deer ticks on Test Day 10 and ~81% of the nymiphal deer ticks on
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Test Day 38. This cyphenothrin spot-on formulation reduced the net percent mosequito
landings by ~28%, 19% and 0% on Test Days 9, 30 and 51, respectively. Net percent
mosquito mortality (really dead + moribund) was ~96%, 100% and 0% on Test Days 9,
30 and 51, respectively and the net percent reduction in blood-feeding was ~91%, 83%
and 6% on Test Days 9, 3¢ and 51, respectively.

The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg Allkg. The label dose rate is >5. 14mg Al/kg, except
Jor dogs less than 0.5 kg. Thus, the study does not support the desired registration.

MRID 46298301, Miller, T. 2003, Effect of Shampoo After Treatment with
Cyphenothrin Squeeze-on on Efficacy against Adult Cat Fleas (Ctenocephalides felis),
Adult Brown Ticks (Rhipicephalus sanguineus) on Dogs: Analysis of Data and
Conclusions. Project Number: MS/20D. Unpublished study prepared by Sharp Veterinary
Hospital and Vetoquinol N.A., Inc. 13 p.

A sgueeze-on formulation containing cyphenothrin was applied once to two groups of
dogs that were infested and were subsequently re-infested with adult fleas
(Ctenocephalides felis) and ticks (Rhipicephalus sanguineus). The dose rate was 100
mg/kg, Flea and tick counts were performed at 1 and 2 days after treatment and at 1 and 2
or 3 days after re-infestation. The ireated dogs were bathed with low detergent shampoos
12 days after treatment and wetted with water on the 19™ day. No significant effect of
shampoo on the residual efficacy of the spot-on was observed. Efficacy, at 90% or better
compared with unfreated controls, was shown against fleas for up to 16 days and against
ticks for 30 days. The data appear to support claims against adult fleas for up to 30 days,
if the dog 1s not washed or wetted.

The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg AlVkg. The label dose raie is > 5. I4mg Al/kg, except
Jor dogs less than 0.5 kg, Thus, the study does not support the desired registration.

MRID 46298502. Miller, T. 2003. Competitive Efficacy Evaluation of a
Cyphenothrin Spot-On Against Adult Cat Fleas (Ctenocephalides felis), Adult Brown
Dog Ticks (Rhipicephalus sanguineus) and Against Feeding by Aedes albopictus and
Culex guinquefasciatus Adult Mosquitoes on Dogs. Project Number: MS13D.
Unpublished study prepared by Sharp Veterinary Hospital and Vetoquinol NLA,, Inc. 25
p-
Squeeze-on formulations containing cyphenothrin, fipronil, or phenothrin were
applied once a group of dogs that were infested and were subsequently re-infested with
adult fleas (Crenocephalides felis), ticks (Rhipicephalus sanguineus), and mosquitoes
(Aedes albopictus and Culex quinguefasciatus). The dose rate was approximately 100
mg/Kg. Flea and tick counts were performed at 1 and 2 days after treatment and at | and
2 or 3 days after re-infestation. Efficacy, at 90% or better compared with untreated
controls, was shown against fleas and ticks for up to 37 days. For mosquitoes, feeding
was reduced by >90%, compared to controls, through 22 DAT, The data appear to
support claims against adult fleas for up to 30 days, if the dog is not washed or wetted.
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The study dose rate ts substantially greater than the label dose rate and the
Jormulation contains 2.3% s-Methoprene, which is not in the formulation of the
registration being sought. The dose rate used in the study was 100 mg Cyphenothrin/kg.
The label dose rate is > 11.012 mg Cyphenothrin/kg, except for dogs less than 1 kg.
Thus, the study does not support the desired registration.

Daia Support for 2517-ON

MRID 46039501, Cruthers, L. 2003. Efficacy Evaluation of a Permethrin Squeeze-
On Against Adult Cat Fleas (Ctenocephalides Felis), Adult Brown Dog Ticks
(Rhipicephalus Sanguineus), Nymphal Deer Ticks (Ixodes Scapudaris) and Adult Aedes
aegypti Mosquitoes on Dogs. Project Number: 0243, Unpublished study prepared by
Professional Laboratory and Research. 79 p.

The cited study was not applicable to the registration desired. The study examined
the efficacy of 45% permethrin formulations against various pet parasites.

MRID 46039501 was not considered in support of the registration of 2517-ON.

MRID 46041303. Miller, T. 2003, Dose Titration of an 8-Methoprene Spot-On (sic)
Dogs: Final Report, Statistical Analyses and Conclusions. Unpublished study prepared in
cooperation with Aubum University, 19 p.

The primary objective was to determine the dose rate of s-methoprene in a spot-on
forraulation that would provide one month ofresidual flea ovisierilant activity on dogs:
Regression-correlation analyses showed that only when the dose rate was logarithmically
transformed (log y mg/kg) was there a highly significant correlation between dose rate
and duration of residual flea ovisterilant efficacy at the 90% level. The resultant
regression equation predicted that a dose rate of 2.8 mg/kg provides 30 days of efficacy at
80%. The correlation between dose rate and residual efficacy at the 100% level was not
statistically significant, However, flea eggs collected on day 31 from the two cats treated
at the highest dose rates 0of 3.5 to 3.6 mg/kg were all sterile, indicating that the predicted
dose rate for a 100% residual efficacy claum is about these values.

The study dose rate (~3.5 mg/kg) and proposed dose rate (2.8 mgrkg) are 10x
greater than the highest label dose rate(0.296 mg/kg). Thus, the study does not support
the desired registration.

MRID 46166109, Cruthers, L. 20603, Efficacy Evaluation of a Cyphenothrin Spot-
On Against Adult Cat Fleas (Ctenocephalides felis), Adult Brown Dog Ticks
(Rhipicephalus sanguineus), American Dog Ticks (Dermacentor variabilis), Nymphal
Deer Ticks {Ixodes scapularis), and Adult dedes aegypti Mosquitoes on Dogs. Project
Number: 0307. Unpublished study prepared by Professional Laboratory and Research
and Thomas A. Miller, 342 p.

When applied at arate of 100 mg/kg, the tested Cyphenothrin Spot-on was greater
than 90% effective (based on comb counts) against adult cat fleas, Crenocephalides felis,
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and nearly 90% effective against American dog ticks, Dermacentor variabilis, between
test days 3 and 30.

On Test Day 37, this formulation was only ~81% and ~75% effective against adult
fleas and ticks. The efficacy against adult fleas was less than ~47% on Test Days 44 and
51 and less than ~ 69% effective against adult ticks at these same times,

On Test Day 7, this cyphenothrin spot-on formulation was 100% effective against
adult fleas at 1, 2 and 3 hours post-infestation and ~83, 89, and 95% effective
respectively, against adult American dog ticks at these same time points. The majority of
the dead fleas and ticks were found in the pans beneath the dog cages at 1 howur post-
infestation on Test Day 7.

Hair removed from dogs treated with this cyphenothrin spot-on formulation killed
~08% of the nymphal deer ticks on Test Day 10 and ~81% of the nymphal deer ticks on
Test Day 38. This cyphenothrin spot-on formulation reduced the net percent mosquito
landings by ~28%, 19% and 0% on Test Days 9, 30 and 51, respectively. Net percent
mosquito mortality (really dead + moribund) was ~96%, 100% and 0% on Test Days 9,
30 and 51, respectively and the net percent reduction in blood-feeding was ~91%, 83%
and 6% on Test Days 9, 30 and 31, respectively.

The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg Al’kg. The label dose rate is > 5. I4mg Al/kg, except
Jor dogs less than 0.5 kg. Thus, the study does not support the desired registration.

MRID 46298502, Miller, T. 2003, Competitive Efficacy Evaluation of a
Cyphenothrin Spot-On Against Adult Cat Fleas (Crenocephalides felis), Aduit Brown
Dog Ticks (Rhipicephalus sanguineus) and Against Feeding by dedes albopicius and
Culex quinguefasciatus Adult Mosquitos oun Dogs. Project Number: MS13D.
Unpublished study prepared by Sharp Veterinary Hospital and Vetoquinol N. A, Inc. 25

JeB

Squeeze-on formulations containing cyphenothrin, fipronil, or phenothrin were
applied once a group of dogs that were infested and were subseguently re-infested with
adult fleas (Ctenocephalides felis), ticks (Rhipicephalus sanguineus), and mosquitoes
(Aedes albopictus and Culex quinguefosciatus). The dose rate was approximately 100
mgkg. Flea and tick counts were perforined at 1 and 2 days after treatment and at 1 and
2 or 3 days after re-infestation. Efficacy, at 90% or better compared with untreated
controls, was shown against fleas and ticks for up to 37 days. For mosquitoes, feeding
was reduced by >90%, compared to controls, through 22 DAT. The data appear to
support claims against adult fleas for up to 30 days, if the dog is not washed or wetted.

The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg Cyphenothrin/kg. The label dose rate is approximately
> 1/10" the study dose rate, except for dogs less than 1 kg. Thus, the study does not
support the desived registration. '
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ENTOMOLOGIST’S COMMENTS AND RECOMMENDATIONS:
Comment on the requirement for an animal safety study is deferred to the risk and

product managers.

The cited data do not support the desired registrations because the study dose
rates are above the label application rates. It is not possible to bridge these data to
support the desired efficacy claims against fleas, ticks, or mosquitoes, Claims related to
product efficacy have not been addressed below, but will be if the registrant is able fo
submit or cite relevant efficacy data, the following general label comments apply.

Remove control claims throughout the labels. The product will provide relief
from the pests for the supported duration, but will not offer control of pests.
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Label

Commeiits:

2317-IN Claims:
[MASTERCARTON/PACK LABEL - FRONT PANEL]
Pleasant Fresh Scent [or] [Fragrance]]
e T abe (s ] v ; s

1.

(W B N

-~

77 {77 - dependent on applicator size and quantity in market package - "e.g. 3. 6

or 12 \40nths“} Sl..ppl y][For Dogs Weighing Up To ?? Lbs.]*
ctron-| Kills fleas. ncks. mosquitoes, flee eggs & larvae] {for up to

42 {Ea‘svs] [pu upp!mauon}
e At Klls Tleas, ticks, mosquitoes, flea eggs & larvae]

frrrea ‘,‘, < pA\:u,\..uuu Kilis ticks. mosquitoes, fleas, flea egus & larvae]

setantKills ticks, mosguitoes, Heas, flea egus & larvae
Extended Protection [[42-Day] [6 Week] Flea ,Tick & Mosquito Treatment]*
42-Day Flea and Tick Contral*

. With Nylar® Insect Growth Regulator which Breaks the Flea Life Cycle

. With Nylar® to Break Flea Life Cycle®

. With Insect Growth Regulator to Break Flea Life Cycle*

. Dual Action[!] Cyphenothrin with Nylar® IGR Effectively Breaks the Flea Life
Cycle

. Dual Action [1]: Effectively Breaks the Flea Life Cycle[!]*

. [For Dogs & Puppies (Over 12 Weeks of Age) Less than 15 lbs.]

. [For Dogs & Puppies {Over 12 Weeks of Age) 15 to 33 1bs.]

. [For Dogs & Puppies (Over 12 Weeks of Age) 33 to 66 1bs.]

. [For Dogs & Puppies (Over 12 Weeks of Age) 66 ibs and Over]

. Three Applications {for cartons with 3 applicators}.] and for [4-1/2 Month
Sapply] or [18 Week Supply]

—

. For Dogs [less than 15 1bs.] or [15 Ibs. to 33 Ibs.] or [32 Ibs. to 66 1bs.] or [66 1.

and Over]

Bresks Flea Life Cycle!*
. Best if used year round!
CKills & Repels F leas Up to {6 weeks] [42 days] 1
,derHafRemelet 5 s ,

) 11 1 HER I ['\ Fiekc ](’\ 4-l~3m—\ :' Ja EITIELE

v \]I

.J,-;-r'.-r%-:x‘-r-r‘j-}‘c‘ -

A-gorfier]

.£' ":‘m“ i'F.!c:'.:: ne-gayafereppleaten
s-a-Detaches

"{.! Jl Js over 938 of Ticks
2. Easy to Use Application

- Speciaily Formuiafed for Dags and Puppies

. 42 Day Protection!

. Monthly Calendar Stlckcrs Inmdu

 Prtepted-Fochrotoge feeti sswith-gendensssH
. Kills Flea Eggs & Larvae f01 more than {03 day%] [9 weeks]*
revents Flea Eggs From Developing Into Biing Adults™®
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39. Kills Mosquitoes for up to [30 days!] [42 days!}*

40. Kills Mosquitoes freetor-ofWest-NileMirus)-for up to [30 days){42 days!]*

41. Protects Against Blood Feeding by Mosquitoes (that may
[transmit}{ carry][ vector] of Heartworm} For up to [30 days!] [42 days!]*

42. Kills & Repels Ticks for Up to [42 days], [6 weeks] 1#

43. Kills & Repels Deer Ticks (vector of Lyme Disease) for up to |35 days!] [42
days!]*

44, Kills & Repels Ticks (Including Deer Ticks) for up to [35 days![42 days!]*

45. Kills & Repels Brown Dog Ticks [(Rhipicephalus sanguineus)| for up to 42
days!]*

46. Kills & Repels American Dog Ticks [(Dermacentor variabilis)] or up to 42
days!*

47. Apply every [42 days], [6 weeks]!*

48. 42 Days Flea and Tick Treatment!*

49. Kills & Repels Fleas and Ticks for up to 42 days!*

50. Kills all stages of the flea life cycle*

51. Kills Fleas, Flea Eggs & Larvae for up to 6 Weeks“‘

52. Icls-&-repels-mosquitees : : F
Vet

53. Waterproof formuia.

34. Dogs can be bathed 24 hours after squeeze-on 1s applied)
35. C'O;‘Lti:‘,uc* to-worte50%-lorper-than-athorteadire bronds
57 [MASTERC ART ON/PA CK .LABEL BACK/SIDE PANNELS CON'T]
[Sergeant's Cyphenothrin + IGR Squeeze-On for Dogs [with] [Nylar®] [an]
[Insect Growth Regulator] is an effective and easy to use product.] [Sergeant’s
Cyphenothrin + IGR Squeeze-On for Dogs [with] [Nylar® ] [an] [Insect Growth
Regulator] has demonstrated sreater-than-+5%-control of fleas and ticks within one
day of application.] [Sergeant's Cyphenothrin + 1GR Squeeze-On for Dogs [with]
[Nylar®] [an] [Insect Growth Regulator] prevents eggs from fleas on treated dogs
from developing into biting adults for 63 days.] [As with all flea and tick control
products, Sergeant's Cyphenothrin + IGR Squeeze-On for Dogs [with] [Nylar®] [an]
[Insect Growth Regulator] should be used as part of a [an overall] [complete]
program [aimed at] [to] [intended to] [reducel reducing flea populations in the dog's
environment (bedding, carpets, kennel, yard}.] [Consult your retailer for program

recommendations. ]
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2517-ON Claims:
[CARTON LABEL - DRAFT MASTER LABEL COPY]
1. Pleasant Fresh Scent {or]{Fragrance]
2. Flea & Tick Contro! for Dogs & Puppies 12 weeks old and older][18 week],
[24],{36], [48](54] [72] Week Supply For Dogs weighing [less than 15 1bs], [15 to
33 1bs], [33 to 66 1bs] [66 1bs and over] [15 ibs and over]*
Four Way Protection [Kills [fleas] and [ticks], [for up to six weeks], [flea egus]
[for up to one month]] and prevents mosquitoes from feeding my dogs {for up to

L2

three weeks!|
Works up to [6] [Six] Weeks on fleas and ticks!]
Protects for up to [6] [Six] Weeks against [fleas] {ticks]}!]
Kills [For Up To 6 Weel\s ] ﬂeas and hcl\s {For up to 6 Weeks] anr d-pr gvents
HIOSHITOES Hht e bbb ent ] Fasd from
teeding on dogs for up 1o three weeks!
7. Kills Flea eggs for up to one month
8. FeusrWearPretestion-Kills fleas, ticks, and flea cugs and prevents moscuitoes
imn- feeding on dogs]*

3 av-Proreetiont Kills fleas, ticks, and flex eggs and prevents mosquitees

T

SIS

fram Iu.dms_ on dooa}

11, Hesetes Z 44 : Q =h
L6 okl [ an £ Tiel Traatanenelt
I\. ‘ ‘\/vJ\ LA (SR I S5 v S e R N A Y LJ

12, 4%-Dae Tlea [S5ix (O W c\,i 1 [Flea md Tndx Conuol]

13, Prevents muasquiioes hetmay-fean AtHBe-vestorof Reesrkitle s

fann foeding on dogs for up o 3 \.x-*efeks]

14. With methoprene an Insect Growth Regulator which Breaks the Flea Life Cycle”

t5. With methoprene to Break Flea Life Cycle*

16. With Insect Growth Regulator to Break Flea Life Cycle*

17. Dual Action [1]: Cyphenothrin with methoprene IGR Effectivel v Breaks the Flea
Life Cycle] *

[8. Dual Action [1]: Effectively Breaks the Flea Life Cycle[!]*

19. For Dogs & Puappies (Over 12 Weeks of Age) Less than 15 Tbs.J[* For Dogs &
Puppies (Over 12 Weeks of Age) 15 to 33 1bs.][* For Dogs & Puppies (Over 12
Weeks of Age) 33 to 66 Ibs.][* For Dogs & Puppies (Over 12 Weeks of Age) 66
Ibs and Over]

20. Three Applications {for cartons with 3 applicators} and or [4-1/2 Mouth Supply]
or [18 Week Supply]

21, For Dogs [less than 15 1bs.] or {151bs. to 33 Ibs.] or [33 1bs. to 66 1bs.] or {66 Ibs.
and Over]

22. Breaks Flea Lite Cyclel*

23, Best if used year round!

24. Kills & Repeis Fleas Upto {6 weeks} [42 days]

25. mr«-i—-lwf—}e'.ww!:".: : L

. 3 -STR@;*—‘L -hi"“fr—l:i-‘ﬂt‘—ﬂ"*—{'e%‘— %hﬁ-ﬁ—‘—i—"tﬁﬁi—‘%—

27. 1..._41 e-Repole-Oilirel-Flomrand—MelsFane t
ekt
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38. Easy to Use Application

L Lh
13—

ih
a3

54.
55,
56.
57.
38. %
59.
60.
61.1

62.

. Specially Formaulated Tor Dogs and Puppies
42 Day Protection against feas and ticks!
.21 Day Protectian against mosguitoes!
. Reminder Calendar SthkeIS In51de’

. L EFEH-\te oy ra

Kills Flea Eggs for 30'days]
. Prevents Flea Eggs From Developing Into Biting Adults*

. Prevents mosquitoes from feeding on dags for up to [}1 days!]
' X . e

. Prevents masguitees

preness-with-sentlenessid f2a= t '|

et s Ao A T5 553

frenn feeding on dogs tor up to [21 da_\_fsj*

. Praiects Against BEooa Feeding by Mosquitoes {Hat-may-temrwr frasaaiibe
raciors oL Alevrens) Forup to [21 days!]®

CKills & Repels 'T“lcks for Up to [42 days],[6 weeks]!}*
. Kills & Repels Deer Ticks (that may [transmit]{carry)[be a vector] of Lyme

Disease} for up to [35 days!] [42 days!]*

. Kills & Repels Ticks (Including Deer Ticks) for up to [35 daysi] [42 days!]*
. Kills & Repels Brown Dog Ticks [(Rhipicephalus swiguineus)} for up 1 42

days!*

. Kills & Repels American Dog Ticks [{Dermacentor variabilis)] for up to 42

days!®

Apply once every [42 days], [6 weeks]!*

42 Days Flea and Tick Treatment!*

Kills & Repels Fleas and Ticks for up to 42 days!*
Kng Fleas and Flea Eggs forupio 4 chks*
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[BACK/SIDE CARTON LABEL - MASTER LABEL]
[Sergeant’s Squeeze-On Flea & Tick Control with methoprene is an effective and

easy to use product.] [Sergeant’s Squeeze -On Flea & Tick Contral with methoprene
has demonstrated greater than 93% of fleas and ticks within one day of application.]
[Sergeant's Squeeze-On Flea & Tick Coutrol with methoprene prevents eggs from
fleas on treated dogs frem developing inte biting adults for 30 days.] [As with alt flea
and tick control products, Sergeant's Squesze-On Flea and Tick Control with
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methoprene should be used as part of a program aimed at reducing flea populations in
the dog's environment (bedding, carpets, kennel, yard).] [Consult your retailer for
program recommendations. ]

Enclosure
4073 17-000/N -GN 20065EP25
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PRODUCT PERFORMANCE / EFFICACY REVIEW
Mark Suarez, Entomologist - IB

DATE: 7 November 2006
EPA REG. NUMBER: 2517-IL

G Riaw 207
PRODUCT NAME: Sergeant’s Cyphenothrin Squeeze-On for

Dogs [2517-1L}
Sergeant’s Cyphenothrin + IGR Squeeze-On
for Dogs [2517-1IN]

Sergeant’s Cyphenothrin + Methoprene
Squeeze-On for Dogs [2517-ON]

REGISTRANT: Sergeant’s Pet Care Products, lnc.

PM: George LaRocca, PM13

REVIEWER: Linda DeLuise

DECISION #.: 345654 [2517-1L)
338118 [2517-IN]
358246 [2517-ON]

DP BARCODE: 305952 [2517-1L)]
305945 [2517-IN]
307614 L
319065 [2517-ON]

ACTION: R26 [2517-FL]
R31{2517-IN]

R26 {2517-ON}

ACTIVE INGREDIENY(S): 129013, Cyphenothrin.....40.0% [2517-1L}
- 129013, Cyphenothrin.....40.0% [2517-IN]

129032, Pyriproxyfen.......2.0%
129013, Cyphenothrin.....40.0% [2517-ON]
105402, s-Methoprene.......2.3%

TYPE: Wipe-On (Squeeze-On) for Dogs
OPPTS GUIDELINE(S): 810.1000

810.3000

810.3300
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GLE 2:

SITES:

PESTS:

STUDY APPLECATION RATE:

LABEL APPLECATION RATE:

46346601
46039501
46041303
46166109
46298501
46298302
42614501
45086801
44948301
44546601
46166110

No.
Dogs; Puppies (212 weeks old)

Fleas (aduit); Fleas {eggs); Fleas {larvae};
Ticks; Mosquitoes; Mosquitoes {vector of
WNV); Mosquitoes (vector of Heartworm);
Deer Ticks (vector of Lyme Disease)

variable {generally 100 mg Al/kg)

Cyphenothrin [All products}:
>50 mgCyphenothrin per kg dog body
weight for dogs <100 lbs

Pyriproxyfen [2517-IN7:
>2.5 mgCyphenothrin per kg dog body
weight for dogs <100 1bs

s-Methoprene [2517-ON]:
>2.875 mg Cyphenothrin per kg dog body
weight for dogs <100 Ibs
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STUDY SUMMARIES:

The regigtrant submitted and cited a number of studies in support of three new
cyphenothrin-based squeeze-on products for the protection of dogs against fleas, ticks,
and mosquifoes. Each of these products contains the adulticide cyphenothrin. in addition
two of the formulations [2517-IN & 2517-ON] contain an ingect growth regulator {IGR).
In the case of 2517-IN, the IGR is pyriproxyfen (i.e., Nylar®); in 2517-ON the IGR is ¢-
Methoprene. The incorporation of an IGR is expected to enhance the effectiveness of the
products by negatively affecting the development of immature stages of fleas.

Data Submited in Support of Cvohenothrin Activity

MRID 46166110, Young, D. 2003, Dose Titration of a Cyphenothrin Squeeze-On
against Adult Cat Fleas (Ctenocephalides felis), AdultBrown Dog Ticks (Rhipicephalus
sanguineus) on Dogs. Unpublished study prepared by Thomas A. Miller, Veterinary

Research and Regulatory Consultant. 23 p.

The submitted date examined the efficaciousness of two dose rates of
cypermethrin against fleas (Ctenocephalides felis) and brown dog ticks (Rhipicephalus
sangtinens) when applied to dogs. The study compared the number of parasites found on
test animals following a dose of 0, 25, or 100 mg/kg, Against fleas, the data demonstrate
that cyphenothrin provides a greater than 90% reducting, relative to the control group
mean, for up to 23 days at the 25 mg/kg rate and 35 days at the 100 mg/kg rate. For the
brown dog tick, the data demonstrate that cyphenothrin provides a greater than 90%
reducting, relative to the contrel group mean, for up to 30 days at the 25 mg/kg rate and
44 days at the 100 mg/kg rate. No data were provided for the label application rate of 50

mg/kg.

The study data support label claims of 23 days against flents and 30 days against
brown dog ticks. Because the label rate is nwice the lowest dose lested and the data for
the higher dose testedihe registrant has argued that the product is Itkely to Iill or repel
Fleas for up 1o 28 davs (4 weeks/I month). Under the condition that confirmatory data
(for fleas and an addifional tick species) be submitted within 12 months, a claim of 28

days against fleas and ticks is acceptable.

MRID» 44546601, Anderson, K.; Solberg, I. 1998. Product Performauce/Efficacy
Reports: Evercide Pet and Plant Spray 2648: Lab Project Number: E-3459-97: 10-223-
1085: 10-223-1185, Unpublished stmdy prepared by McLaughlin Gormley King Co. 120
.
From DER dated 27 June 2000 [No electronic copy available; these are the
conclusions]:

“The data presented in EPA Accession (MRID) Number 44546601, having been
obtained from standard laboratory and kennel testing conducted according to
requirements of 95-9(a) subpart {1)-(3) on p. 263 and meeting the standards of 95~
9 2)(i) on p. 264 of the Product Performance Guidelines, are adequate to support the
claims for killing adult fleas on contact by direct spray as summarized under Tab A in the
previously mentioned volume, where a similar formulation was sprayed into a plastic pail
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onto CTENOCEPHALIDES FELIS adults on white terry cloth at 2 different area rates
with 99% mortality in both cases. In a simflar manner, the data summarized under Tab B
in the volume are adeguate to support the claims for killing ticks on contact by direct
spray, where the same similar formulation is sprayed onto RHIPICEPHALUS
SANGUINEUS on filter paper in a glass crystallizing dish with the result that 100%
mortality occurred at a standard dosage of 1.0 ml. Additionally, data summarized under
Tab C of the volume are adeguate to support the claims for killing of fleas for 14 days
and ticks for up to 7 days following trigger spray or pump spray application of a similar
formulation (with lower conceniration of active ingredients) to dogs of mixed sexes and
weights and haircoat length as well as breeds at a rate sufficient to wet the coat to
saturation, with the result that cat flea mortality was maintained at 100% for 14 days and
mortality of American dog tick, DERMACENTOR VARIARILIS, was 100% at 3 days but
fell to a marginally acceptable 81% at 7 days. Furthermore, data summarized under Tab 4
of the volume are adequate to support the claims for killing of fleas for 23 days and ticks
for 9 days following trigger spray or pump spray application of the same similar
formulation as in Tab C to cats of mixed sexes and haircoat length as well as weights at
an average rate of 10.75 grams product per kilogram of pet body weight, with the result
that cat flea mortality was maintained at 93% or above for 23 days and mortality of
brown dog tick was maintained at or ahove 92% for 9 days. We will accept a claim for
rapid knockdown and kill of fieas on dogs following application of the subject product at
a rate sufficient to saturate the animal's coat, based on the fact that that the similar
formulation resulted in 100% mortality of cat fleas at ! hour after spraying. Finally, we
will accept the claim for killing [controlling] deer ticks and other ticks fIxodid] species
that may carry and transmit Lyme disease, on the basis of the fact that both the American
dog tick and the brown dog tick are Ixodid ticks plus we have previously accepted similar
formulations of permethrin and pyrethrins in combination that were effective against deer
tick. -- RL Vem L. McFarland, I8

The cited MRID could not be considered in support of the subject formulations
because the test formulations were not similar to those under consideration. The test
Sormulations contained permethrin and pyrethrins, not cyphenothrin, pyriproxyfen, or s-

mathoprene.

MRID 46166109, Cruthers, L. 2003. Efficacy Evaluation of a Cyphenothrin Spot On
Against Adult Cat Fleas (Crenocephalides felis), Adult Brown Dog Ticks (Rhipicephalus
sanguineus}, American Dog Ticks (Dermacentor varigbilis), Nymphal Deer Ticks
(Ixodes scapularis), and Adult dedes aegypsi Mosguitoes on Dogs. Project Number:
0307. Unpublished study prepared by Professional Laboratory and Research and Thomas

A. Miller, 342 p.

When applied at a rate of 100 mg/kg, the tested Cyphenothrin Spot-on was greater
than 90% effective (hased on comb counts) against adult cat fleas, Crenocephalides felis,
and nearly 90% effective against American dog ticks, Dermacentor variabilis, between
test days 3 and 30.

On Test Day 37, this formulation was only ~81% and ~75% effective against adult
fleas and ticks. The efficacy against adult fleas was less than ~47% on Test Days 44 and
51 and less than ~ 69% effective against adult ticks at these same times.
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On Test Day 7, this cyphenothrin spot-on formulation was 100% effective against
adult fleas at 1, 2 and 3 hours post-infestation and ~83, 89, and 23% effective
respectively, against adult American dog ticks at these same time points. The majority of
the dead fleas and ticks were found in the pans beneath the dog cages at 1 hour post-
infestation on Test Day 7.

Hair removed from dogs wreated with this cyphenothrin spot-on: formulation killed
~898% of the nymphal deer ticks on Test Day 10 and ~81% of the nymphal deer ticks on
Test Day 38. This cyphenothrin spot-on formulation reduced the net percent mosguito
landings by ~28%, 19% and 0% on: Test Days 9, 30 and 51, respectively. Net percent
mosquito mortality (really dead + moribund) was ~26%, 100% and 0% on Test Days 9,
30 and 51, respectively and the net percent reduction in blood-feeding was ~91%, 83%
and 6% on Test Days 9, 30 and 31, respectively.

The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg Alfkg. The label dose rate is >3, 14mg Al/kg, except
Jordogs less than 0.5 kg.  Thus, the study does not support the desived regisiration,

MRID 46208501, Miller, T. 2003, Effect of Shampoo After Treatment with
Cyphenothrin Squeeze-on on Efficacy against Adult Cat Fleas {Crenocephalides felis),
Adult Brown Ticks {Rhipicephalus sanguineus) on Dogs: Analysis of Data and
Conclusions, Project Number: MS/20D, Unpublisbed study prepared by Sharp Veterinary
Hospital and Vetoguinol M.A,, Inc. 15 p.

A squeeze-on formulation containing cyphenothrin was applied once to two groups of
dogs that were infested and were subsequently re-infested with adult fleas
(Ctenocephalides felis) and ticks (Rhipicephalus sanguineus). The dose rate was 100
mg/kg. Flea and tick counts were performed at 1 and 2 days after treatment and at 1 and 2
or 3 days after re-infestation. The treated dogs were hathed with low detergent shampoos
12 days after treatment and wetted with water on the 19" day. No significant effect of
shampoo on the residual efficacy of the spot-on was observed. Efficacy, at 90% or better
cormpared with untreated controls, was shown against fleas for up to 16 days and against
ticks for 30 days. The data appear to support claims against adult fleas for up to 30 days,
if the dog is not washed or wetied.

The study dose rate is subsiantially greater than the label dose rate. The dose
rate used in the study was 100 mg Alkg. The label dose rate is >5. 14mg Al/kg, except
Jor dogs less than 0.5 kg. Thus, the study does not support the desired registration.

MRID 46298502, Miller, T. 2003. Competitive Efficacy Evaluation of 2 Cyphenothrin
Spot-On Against Adult Cat Fleas (Crenocephalides felis), Adult Brown Dog Ticks
(Rhipicephalus sanguineus) and Against Feeding by dedes albopicrus and Culex
guinguefasciatus Adult Mosguitoes on Dogs. Project Number: MS13D. Unpublished
study prepared by Sharp Veterinary Hospital and Vetoquinol N.A., Inc. 25 p.

Squeeze-on formulations containing cyphenothrin, fipronil, or phenothrin were
applied once a group of dogs that were infested and were subsequently re-infested with
adult fleas (Crenocephalides felis), ticks (Rhipicephalus sanguineus), and mosquitoes
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(dedes albopictus and Culex guinguefasciatus). The dose rate was approximately 100
mg/kg. Flea and tick counts were performed at 1 and 2 days after treatment and at 1 and
2 or 3 days after re-infestation. Efficacy, at 90% or better compared with untreated
controls, was shown against fleas and ticks for up to 37 days. For mosquitoes, feeding
was reduced by >90%, compared to controls, through 22 DAT. The data appear to
support clajms against adult fleas for up to 30 days, if the dog is not washed or wetted.

The study dose rate is substantially greater than the label dose rate and the
Jormulation contains 2.3% s-Methoprene, which is not in the formulation of the
registration being sought. The dose rate used in the study was 100 mg Cyphenothrinfkg.
The label dose rate is >11.012 mg Cyphenothrin/kg, except for dogs less than I kg.
Thus, the study does not support the desired registration.

MRH? 46639501, Cruthers, L. 2003, Efficacy Evaluation of 2 Permethrin Squeeze-On
Against Adult Cat Fleas (Crenocephalides Felis), Adult Brown Dog Ticks (Rhipicephalus
Sanguineus), Nymphal Deer Ticks (Ixodes Scapularis) and Adult Aedes aegypri
Mosguitoes on Dogs. Project Number: 0243, Unpublished study prepared by Professional

Laboratory and Research. 79 p.

The cited study was not applicable to the registration desired. The study examined
the efficacy of 43% permethrin formulations against various pet parasites.

MRID 46039501 was not considered in support of the registration of 2517-ON,

MRID 46166109, Cruthers, L. 2003. Efficacy Evaluation of a Cyphenothrin Spot-On
Against Adult Cat Fleas {Ctenocephalides felis), Adult Brown Dog Ticks (Rhipicephalus
sanguineus), American Dog Ticks (Dermacentor variabilis), Nymphal Deer Ticks
{Ixodes scapularis), and Adult dedes aegypti Mosquitoes on Dogs. Project Mumber:
0307, Unpublished study prepared by Professional Laboratory and Research and Thomas

A, Miller, 342 p.

When applied at a rate of 100 mg/kg, the tested Cyphenothrin Spot-on was greater
than 90% effective {based on comb counts) against adult cat fleas, Clenocephalides felis,
and nearly 90% effective against American dog ticks, Dermacentor variabilis, between
iest days 3 and 30.

On Test Day 37, this formulation was only ~81% and ~75% effective against adult
fleas and ticks. The efficacy against adult fleas was less than ~47% on Test Days 44 and
51 and less than ~ 69% effective against adult ticks at these same times.

On Test Day 7, this cyphenothrin spot-on formulation was 100% effective against
adult fleas at 1, 2 and 3 hours post-infestation and ~83, 89, and 95% effective
respectively, against adult American dog ticks at these same time points. The majority of
the dead fleas and ticks were found in the pans beneath the dog cages at 1 hour post-
infestation on Test Day 7.

Hair removed from dogs treated with this cyphenothrin spot-on formulation killed
~98% of the nymphal deer ticks on Test Day 10 and ~81% of the nymphal deer ticks on
Test Day 38. This cyphenothrin spot-on formulation reduced the net percent mosquito
landings by ~28%, 19% and 0% on Test Days 9, 30 and 51, respectively. Net percent
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mosquito mortality (rezlly dead + moribund) was ~96%, 100% and 0% on Test Days 9,
30 and 51, respectively and the net percent reduction in blood-feeding was ~91%, 83%
and 8% on Test Pays 9, 30 and 51, respectively.

The study dose rate is substantially greater than the label dose rate. The dose
rate used in the study was 100 mg Alkg. The label dose rate is >5. 1dmg Alikg, except
for dogs less than 0.5 kg. Thus, the study does not support the desired registration.

MRID 46208502, Miiler, T. 2003. Competitive Efficacy Evaluation of a Cyphenothrin
Spot-On Against Adult Cat Fleas (Crenocephalides felis), Adult Brown Dog Ticks
(Rhipicephalus sanguineus} and Against Feeding by dedes albopictus and Culex
quinguefasciatus Adult Mosquitos on Dogs. Project Number; MS13D. Unpublished study
prepared by Sharp Veterinary Hospital and Vetoquinol N.A., Inc, 25 p,

Squeeze-on formulations containing cyphenothrin, fipronil, or phenothrin were
applied once a group of dogs that were infested and were subsequently re-infested with
adult fleas (Ctenocephalides felis}, ticks (Rhipicephalus sanguineus), and mosquitoes
(Aedes albopictus and Culex quinguefasciatus). The dose rate was approximately 100
mg/kg. Flea and tick counts were performed at 1 and 2 days after treatment and at 1 and
2 or 3 days after re-infestation. Efficacy, at 90% or better compared with untreated
controls, was shown against fleas and ticks for up to 37 days. For mosquitoes, feeding
was reduced by >90%, compared to controls, through 22 DAT. The data appear to
support claims against adult fleas for up to 30 days, if the dog is not washed or wetted.

The study dose rate is substantially greater than the label dose rate, The dose
rate used in the study was 100 mg Cyphenothrin/kg. The label dose rate is approximately
> 1/10% the study dose rate, except for dogs less than | kg. Thus, the study does not
support the desired registration.

Data Submited in Support of Puriproxyfen Activity

MRID 42684501, Rogosheske, S. 19%0. Residual Effectiveness of Nylar on Cat Flea
Larvae as a Carpet/Premise Spray: Lab Project Number: F-0122.80, Unpublished shady
prepared by McLaughlin Gormley King Co. 16 p.

in the cited study, carpet samples infested with cat flea, Clenocephalides felis,
larva were treated with pyriproxyfen (Nylar®). Although the appiication resulted in
significant reduction in adult emergence, the biology of the parasite is such that the study
does not aid in determination of the effectiveness of a spot-on. {The eggs fall off the
animal and larvae hatch on the ground. Thus, the length of egg exposure to treated
animal hair may not be adequate for the IGR to demonstrate insecticidal activity.)

MRID 42684501 was not considered in support of the registration of 2517-IN
because the test protocol was fundamentally different from the desired use pattern,
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MRID 44948303, Schlekau, J. 1999. Product Performance/Efficacy Reports: Nylar
Concentrate 2607: Lab Project Number: TL-3095: TL-3096: TL-3097. Unpublished
study prepared by McLaughlin Gormley King Co. 61 p.

In the cited study, carpet samples infested with cat flea, Ctenocephalides felis,
larva were treated with a shampoo or direct spray containing pyriproxyfen (Nylar®).
Although the application resulted in significant reduction in adult emergence and notable
residual activity for the duration of the study (>90, for 6 to 13 months) months, the
biology of the parasite is such that the study does not aid in determination of the
effectiveness of a spot-on. (The eggs fall off the animal and larvae hatch on the ground,
Thus, the length of egg exposure to treated animal hair may not be adequate for the IGR
to demonstrate insecticidal activity.)

MRID 42684501 was not considered in support of the registration of 2317-IN
because the test protocol was fundamentally different from the desired use pattern.

MRID 45086801. Donahue, W; Meola, S.; Paima, K. et al. 2000. Nylar 50 (percent)
Coneentrate: Product Performance/Efficacy Reports. Unpublished study prepared by
McLaughlin Gormley King, 79 p. ‘

From DER dated 27 June 2000:
“CONCLUSIONS & RECOMMENDATIONS The data presented in EPA Accessien
{MRID) Number 450868-01, having been compiled from standard laboratory and kennel

testing conducted according to requirements of § 95-9¢a)(1) to (3) on p. 263 and meeting
the standard of § 95-9, subpart (b¥2}i) on p. 264 of the Product Performance Guidelines

are adequate to support claims of inhibiting the hatch of larval fleas, killine of flea eges,
inhibiting the hatch of flea eces and adversely affecting the physioiogical health of fieas
when the subject product is diluted to produce end use products having a active
ingredient [pyriproxyfen] concentration of 0.01% and 0.0253% as a dip and 0.025% and
0.05% as a shampoo in the testing reported in the portion under Tab 1; are adequate to
demonstrate the physiological effects of extremely low concentrations of active
ingredient on the molecular structure of flea eggs exposed to pyriproxyfen in glass vials
having a deposit of 0.25 mg/em® as reported in the portion under Tab 2, to the extent that
pyriproxyfen prevented cellular differentiation and no blastoderm had formed in eggs that
were collected even more than 50 hours after exposure; are adequate to demonstrate the
inhibition of egg hatch and emergence of adult fleas when eggs were exposed to either
residues of 1.1 mg/em” on filter paper or the same deposit on aliquots of dog hair, which
were prepared by using a standard dilution of 0.007% a.i. solution, or when exposed to
dog hair that had been treated with pyriproxyfen as a 0.125% spray, all of which were
reported under Tab 3; and are adequate to demonstrate the following physiological effects
on adults and eggs of the cat flea, Ctenocephalides felis, when adult fleas of both sexes
were exposed to 1.1 mg Alfem” on treated filter paper: histological studies of unfed fleas
demonstrated that pyriproxyfen exposure caused depletion of fat body reserves and death
by starvation, and fed fleas exposed to pyriproxyfen-treated dog hair also appeared to die
of starvation, while eggs deposited by females in these tests were largely empty shells;
additionally, studies on flea eggs suggested that pyriproxyfen was less effective as an
ovicide than fenoxycarb, that pyriproxyfen exposure of newly laid eggs did not prevent
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hatching, but 10 minute exposure of the eggs killed 50% of fleas that developed to larval
stage. These new findings, all of which were reported under Tab 4, indicated that
pyriproxyfen had an unusual latent effect in which short-term exposure of flea eggs early
in embryogenesis was ofien lethal to flea larvae that hatched from the egg 3 days later. In
contrast, a longer-term {2-hour} exposure of eggs to pyriproxyfen produced embryocidal
effects. Thus, these data are collectively adeguate to demonstrate the effectiveness of
pyriproxyfen formulations of various dilutions against cat flea in egg, larval and adult
stages when the subject product, which is a manufacturing use concentrate, is used to
prepare end use products. Specific claims are dependent upon concentration, frequency
of application and various other factors which are beyond the scope of this review and
will need to be handled on an individual case-by-case basis. It will be necessary for
either the registrant or their customers who purchase this product for use in formulating
their own end use products to provide labeling outlining the types of claims which are
applicable to their formulation(s).--RL Vemn L. McFarland, IB”

MRID 43086801 as per an earlier review partially supports the ovicidal and
larvacidal claimsmade on the proposed label af 2517-IN. The duration of claims made
(9 weeks}(63 days) could not be validated from the cited study due to differences between
the test protocol and desire use pattern. The registrant may include these claims, only if
1t is agreed that they will submit or cite confirmatory data within 12 months.

Data Supmited in Support of (S)-Methoprene Activiry

MRID 460413063, Miller, T. 2003, Dose Titration of an S-Methoprene Spot-On (sic)
Dogs: Final Report, Statistical Analyses and Conclusions. Unpublished study prepared in

cooperation with Auburn University. 19 p.

The primary objective was to determine the dose rate of s-methoprene in a spot-on
formulation that would provide one month of residual flea ovisterilant activity on dogs:
Regression-correlation analyses showed that only when the dose rate was logarithmically
transformed (log v mg/kg) was there a highly significant correlation between dose rate
and duration of residual flea ovisterilant efficacy at the 90% level. The resultant
regression equation predicted that a dose rate of 2.8 mg/kg provides 30 days of efficacy at
90%. The comrelation between dose rate and residual efficacy at the 100% level was not
statistically significant. However, flea eggs collected on day 31 from the two cats treated
at the highest dose rates of 3.3 to 3.6 mg/kg were all sterile, indicating that the predicted
dose rate for a2 100% residual efficacy claim is near these values.

The data submitted are partially acceptable. The study dose rate (~3.5 mg/kg)
and proposed dose rate (2.8 mg/kg) are consistent with the proposed label rate. The data
do not fully support the desired label claim of I month flea ovisterilant; however, the
claim iy acceptable on the condition that the registrant agree to submit confirmatory data

within 12 months.
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ENTOMOLOGIST’S COMMENTS AND RECOMMENDATICNS:

The data submitted are marginally adequate to support the desired registrations.
However, the registrant has agreed to submit or cite confirmatory data within 12 months
to verify the conclusions drawn from an amalgamation of data on Cyphenothriz,
Pyriproxyfen, and (S)-Methoprene. In the interim, the data are adequate to support the

following claims:

EPA Reg. Nos. 2517-11, 2517-IN, & 2517-ON
{{Kills][Contols][ Repels]] {[Fleas]{Ticks]} for up to [[28 days][4 weeks][1

month]]

EPA Reg. No. 2517-IN
Kills [flea eggsj[flea larvae] for up to {63 days][9 weeks].

EPA Reg. No. 2517-ON
Kills {flea eggs] for upto [24 days][4 weeks][1 month].

Additional comments are provided on the individual 1abels attached.

Enclosure

(0241 7-BOOEN... 2N 206REY T
2517-4L Label

3517-IH labet

25170 Labrel

~10/31- - -
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*Product ingredient source information may be entitled to confidential treatment*

DATE OUT: 43/YEB/2005

FEE: PRODUCT CHEMISTRY REVIEW OF: Manunfacturing-Use [ ] End-Use Produet [X]
DP BARCODE:DA05947 EPA RECEIVED DATE:27/JUL/2004 FILE SYMBOL/REG:2517-1N
PRODUCT: Sergeant’s Cyphenotbrin+ 1GR Squeere-On For Doss MRID461661-01 & -(02 ACTION R31

PPC NUMBER OF THE TGAIsIN THE PRODUCT: 129013, 129032

- /‘

FROM: Sumi Malak, Chemlist, S5 5 - ale &' A e
Technical Review Branch/RD (7505C) P AR AN B e

TO: 13 George LaRocca/Linda Deluise
Insecticide Branch/RD (7505C)

INTRODUCTION:

In a letter dated I5/JUN/2004. Brazos Associates, Inc. an agent for the applicant requested
registralion of subject product. In suppori of this action. the applicain incladed product chemisiry
data, a proposed label. a propased basic CSF dared 26/DEC/2003. Formulator’s Exemption,
Cerlificate with respect 10 Citation of Dats. and dava Martrix. .

FINDINGS:

The subject product was produced by a nou-inlegraied formulatien system, meamng that
Ihe two active ingredient$ in the produci are registered.  Tlig product contains 40%
Cyphenothrin, Reg. No. [ pivs 2% Nylar. Reg. No.

la.

b, The subject product. an msecticide, is inended for insect comrol infesting dogs and
puppies older than 12 weeks.

2a.  Theapplicant should be advised 10 submil product chemisury data requiirements pertaining
1o the storage siability (GRN 830.6317) and corrosion characteristics {GRN 830.6320}
entified in this memoranduem as data gaps.

2b.  Exceptior the data gaps in Finding 2(a) above, the submitted/referenced product chemisiry
daia 1s adeguate and supporl registration of subject product.

)

Adequate analylical method is available for enforcement. The method was previously
submitted and reviewed in connection with registration of the technical sourcess,
Cyphenothrin. Reg. Na. || an¢ Nylar, reg. No.

The label claim nominal concenratians of 40 % Cyphenothrinpius 2 % Ny lar are consisient
with that in the submited basic CSF duted 10/JUN2004. both are in campliance with the
regulations of PR Nonce 91-2. Furtber, the storage and dispusal siatement and the
physical or chemical hazards satenem are m campliance with the regulations af

40CFR§156.78.

NES

5. The proposed bastc CSF dated 29/1YEC/2003, was llled oul correctly i compliance with
the regulations af PR Notice 91-2. Further, the upper and lower certified limits are within
the standard limns ol 40CFRY1SE.175(b)(2).  All ingredients claimed in the CSF are
cleared for use in pesticide formulations intended Tor non-food vses.

CONCLUSIONS:  After resolving Finding 2(a) above, 1he TRB will have no abjections for
registration of suhject praduct.
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*Product ingredient source information may be entitled to confidential treatment*

— . e i — et

2
REVIEW OF PRODUCT CHREMISTRY DATA:
1. A statement of data confidentiality dated 29/DEC/2003 was included with this submission

claiming confidentiality of some of the submitted data on the basis of its falling within the
scope of FIFRA§10(d)(1)(A), (B), or (C). Review of CBI data has been removed to
Confidential Appendix A.

2. A GLP statement dated 20/MAR/2003 was inclhuded with this submission to the effect that
some of the submitted studies were conducted in compliance with the GLP requirements

of 40CFR§160.

DATA SUBMITTED

Group A, Series 8§30-Product Identity, Composition, and Analysis (40 CFR 155, 160, 162,
167, 175 & 180)

830-1550 Product Identity and Composition

This product contains two registered technical grade of an active ingredients plus cleared inert
ingredients intended for non-food uses (refer to product’s basic CSF dated 29/DEC/2003).

830-1600 Description of Materials Used to Produce the Product:
Refer to Confidential appendix A.

830-1650 Description of Formmlation Process:
Refer to Confidential appendix A.

830-1670 Discussion of Formation of Impurities:
Refer to Confidential appendix A.

$30-1700 Preliminary Analysis:
Refer 10 Confidential appendix A.

830-1750 Certified Limits:
Refer to Confidential appendix A.

830-1800 Enforcement Analytical Method:

Adequate analytical method is available for enforcement. The method was previously submiried
nd reviewed in connection with registration of the technical sourcess, Cyphenothrin, Reg. No.
and Nylar, reg. No. ﬂ

117,
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3

Identity, Composition, Formulation, and Analysis. Subgroup A, Series 830.1550 to

830.1800 (40 CFR 158,155 to 158.180)

1800

Enforcement analytical method

.1550 Product identity and composition Y 461661-01
.1600 Description of materials used to produce the product Y 461661-01
1650 Description of formulation process Y 461661-01
1670 Discussion of formation of impurities Y 461661-01
.1700 Preliminary analysis Y 461661-01
1750 Certified limits Y 461661-01

Y 461661-01

Lﬁvsical and Chemical Properties, Subgroup B. Series 830.6302 to -830.7300 (40 CFR

158.190)
Guideline Reference NO.(GRN Data Value or Qualitative MRID No.
830.)/Title Fulfilied Peseription
.6302 Color Y Yellow. 461661-02
.6303 Physical state Y Liquid. 461661-02 {
6304 Odor Y Odorless, 461661-02 H
.6314 Oxidation/seduction: NA Poes not contain an oxidising
Chemical incompatibility or reducing agenis,
6315 Flammability/flame Y > 200°F. 461661-02
extension
.6316 Explodability NA Not considered to be explosive,
.6317 Storage stability G
6319  Miscibility Y Completely miscible in 461661-02
aromatics, petroleum distillaies
and alcohols. Imumiscible in
water.
6320 Corrosion G
characieristics
6321 Dielectric breakdown NA 1t is not recommended for use
voltage around electrical equipment.
-7000 pH NA Insoluble in water.
7100 Viscosity Y 94.5 cps @ 23°C. 461661-02
7300 Density/relative Y 1.079 @ 24°C. 461661-02
density/bulk density

Explarations: Y =The requiremeills were fulfilled; N = The requirements nol fslliled; N/A = Not applicatle; G =Data gap; U = Requires
upgrading; | = Incomplete or in progress; W = Waived.
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R UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
S vy i WASHINGTON, D.C. 20460
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%, &
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OFFICE OF PREVENTION, PESTICIOES
AND TOXIC SUBSTANCES

Date: October 12, 2005

MEMORANDUM

£,
)

Subject: EPA File Symboi: 2517-IN"SERGEANT'S CYPHENOTHRIN + {GR
SQUEEZE-ON FOR DOGS
DP Barcode: D321227
Decision No.: 338118 '
PC Codes: 129013 Cyphenothrin (CAS #39515-40-7), 126032

Pyriproxyien (CAS #85737-68-1)

/ { o <
From: Byron T. Backus, Ph.D. N2 K - (- 1LE® )
Technical Review Branch = . Ef\h ) CJ;L—
Registration Division (7505C) MA},.H‘ - N
To: George LaRoceca RM 13
insecticide Branch
Registration Division (7505C)
Applicant: SERGEANT'S PET CARE PRODUCTS, INC.
FORMULATION DECLARATION FROM LABEL.:
Active Ingradient(s}: % by wt
Cyphenothrin (CAS #39515-40-7)............. el 40.0%
Nylar {CAS #O5737-88-T).. ..o 2.0%
e INGrEdiBIIS oot e s 58.0%
Total: 100.00%

ACTION REQUESTED:

The Risk Manager requests:

"...The registrant is providing additional data we discussed at the 7/13/05
meeting.”

Page 1 of -
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”..You completed review of the companion animal safety study for 2517-iN, IL

on Nov. 30" and Nov. 24", 2004. Mark Suarez completed review of efficacy data
(MRID 46166109} associated with these two products and noted symptoms
reported in all dogs in Test Group 2 (see attached excerpt). This appears to be
inconsistent with what you reported. Mark has electronically sent you a copy of
the efficacy study for further consideration.”

BA ROUND:

There have been two previous TRB toxicity reviews for this product. The first
(November 24, 2004) consisted of a review of 5 acute toxicity studies {the inhalation
study requirement was waived) and a companion animal {(including both adult dogs and
t2-week-old puppies) safety study (MRID 46166108). All studies were classified as
acceptable. In the companion animal safety study the only possible systemic effects
that were observed foliowing exposure to the test material at 5X were ocular discharge
and salivation. No effects were noted at 1X {3X was not tested).

Subsequently (memorandum dated June 27, 2005), TRB reviewed findings from an
efficacy study (MRID 46166109) in which all 8 dogs treated at what was supposedly a
1X dose showed symptoms which included head shaking and/or slight body tremors. A

listing of the symptoms in individual dogs is given below:

Dog Number Sex Symptoms®
[(S)=Spayed]
HHCAV F(S) Head shaking on Day 3; Slight body tremors on Day 3.
35022 M Vomiting (Day 1}; Head shaking {Days 2, 3 & 5); Licking of paws (Days 2-8);

Rubbing of head and body (Day 3); Sligh! tremors alf over body on Day 5.

CNJAZF F(S) Slight tremors on Day 1; Shaking on Days 1-5; Squinting on Day 4; Licking of
Paws Days 3-5; Unsteadiness Day 1, Circling on Day 2; Pacing on Day 4;
Rubbing of head on Day 1,

36737 F Ear twitching Days 1-3; Head shaking on Days 1 & 3; Licking of paws on
Days 1 &5; Pacing on Days 4 & 5; Slight body tremors Days 2 & 3.

28625 F(S) Head shaking Days 1-3, 5, 7 & 8; Ear twitching on Day 3, Licking of the paws
and genitalia Days 3-4; Hair loss and irritated skin on the right shouider onto
the mid-back on Days 22-47.

34911 M Vomiting on Day 1; Head shaking Days 1-4, 7-8; Licking of genitalia and/or

paws Days 1-7: Hair ioss/redness at ear tips on Days 2-5 and 7-33.

2Symptoms are reported (in text) on p. 18 of MRID 461661089.

“There was a meeting with the registrant on 7/13/05, and the registrant has provided
(letter dated July 29, 2005) additional information relating to thése findings, including

the following:

Page 2 of 3
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"...The last efficacy study (MRID 46166108) did include observations of effects at
a 100 mg/kg {1X) application rate. The reported effects included effects that can
be considered normal dog behavior, accentuated under laberatory confinement
conditions {i.e., licking of paws and genitalia, pacing, head shaking}. Additionally,
vomiting is also not uncommon in dogs, under laboratory conditions. Tremaors
were also observed in this study. The tremors could be based on neurologic
pathophysiology or they could be the result of just shaking to relieve itch or an
unusual skin sensation. This study was not set up to determine the reason of
such effects on the animals tested; however, it did report them in detail. We also
believe that some of the reporting may be accentuated by the individual observer
and that some of the effects may not have been reported at another laboratory
that might consider such activities as normal animal behavior.

"Based on Sergeant’s review of the Companion Animal Safety Study and the
various application groups... Sergeant’s would like to set a minimum weight of
five pounds for dogs being treated with Sergeant's Cyphenothrin + IGR
Squeeze-On for Dogs. This will ensure that the application rate is within reason
of the recommended application rate of 100 mg/kg. It will also allow Sergeant’s
to develop a product especially for dogs unger five pounds...”

The material received also includes the following: “Cyphenothrin, like other later
generation synthetic pyrethroids...are strongly contraindicated on cats because
of the cat's exquisitely sensitive dermal sensory system that leads to self
grooming ang ingestion of the product with an often fatal outcome. The behavior
of the dogs in this study are reminiscent of this phenomenon observed in cats,
although much less severe than in cats. It is probably that the observed effects
in the this study were caused by transient cutaneous nerve stimulation in the
treated dogs and their ability (as confined, bored animals without other
distractions} to apply their full-undivided attention to this issue...”

COMMENTS AND RECOMMENDATICNS:

1. The most likely explanation for the symptoms {including tremors) observed in the
efficacy study was that the dogs ingested some of the test material after application.

2. Current directions for the application of this product specify to apply as a stripe from
the back of the neck to base of the tail. If labeling is revised to specify application of
the product from the back of the neck to a point midway between the neck and tail
then the dog would not be able to reach any part of the application site and s¢ would
be unable to ingest the product by licking. With this labeling revision, TRB would
have no objections 1o the registration of the proposed product. .

Page 3 of 3
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N o Y UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460
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OFFICE OF PREVENTION, PESTICIDES
ANO TOXIC SUBSTANCES

Date: June 27, 2005

MEMORANDUM

Subject: EPA File Symbol: 2517-IN SERGEANT'S CYPHENOTHRIN +1IGR
SQUEEZE-ON FOR DOGS
DP Barcode: D317320

Decision No.: 338118
PC Codes: 128013 Cyphenothrin {CAS #38515-40-7), 129032

Pyriproxyfen (CAS #95737-68-1)
From: Byron T. Backus, Ph.D. @ ‘Kum—\ - (?

Technical Review Branch b7 oS
o i (7
Registration Division (7505C) A (_ﬂ-
To: George LaRocca RM 13

Insecticide Branch
Registration Division (7505C)

Applicant: SERGEANT'S PET CARE PRODUCTS, INC.

FORMULATION DECLARATION FROM LABEL:

Active Ingredient(s): % by wt
Cyphenothrin (CAS #38515-40-7).....ocooiir e, 40.0%
Nylar (CAS #85737-68-1)....coccvveeeennne. L aiarvarenrerntransrrerntrnraeras s 2.0%
Inert INGredients: . ....oo i e s 58.0%
Total: 100.00%

ACTION REQUESTED:

The Risk Manager requests:

Page 1 of 3
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"...You completed review of the companion animal safety study for 2517-IN, IL

on Nov. 30" and Nov. 24", 2004. Mark Suarez completed review of efficacy data

(MRID 46166109} associated with these two products and noted symptoms
reported in all dogs in Test Group 2 (see attached excerpt). This appears to be
inconsistent with what you reported. Mark has efectronically sent you a copy of
the efficacy study for further consideration.”

BACKGROUND:

This review compares the findings in the previously reviewed companion animal safety
study (MRID 46166108) with those of the efficacy data (MRID 46166108) on this
proposed product.

COMMENTS AND RECOMMENDATIONS:

1. In the companion animal safety study (MRID 46166108) no symptoms were
observed in the 1X dogs; at the 5X dose level possible systemic effects included
ocular discharge and salivation, and there was a slight mean weight decrease in this
group in the period from Day -3 to Day 7, However, there were no indications of
neurological symptoms (including tremors, shaking, head shaking} in the 5X group.
In contrast, in the efficacy study (MRID 46166108}, all 6 dogs treated at what was
supposedly a 1X dose showed symptoms (including those of a neurological nature),
as indicated below:

Dog Number Sex Symptoms?®
[(S)=Spayed|
HHCAWVS F(S) Head shaking on Day 3; Slight body tremors on Day 3,
35022 M Vomiting {Day 1); Head shaking {Days 2, 3 & 3); Licking of paws {Days 2-6);
‘ Rubbing of head and body (Day 3); Siight tremors all over body on Day 5.
CNJAZF F{S) Slight tremors on Day 1; Shaking on Days 1-5; Sguinting on Day 1; Licking of
Paws Days 3-5; Unsteadiness Day 1, Circling on Day 2; Pacing on Day 4;
Rubbing of head on Day 1.
36737 F Ear twitching Days 1-3; Head shaking on Days 1 & 3; Licking of paws on
Days 1 & 5; Pacing on Days 4 & 5; Slight body tremors Days 2 & 3.
28625 F{S) Head shaking Days 1-3, 5, 7 & 8; Ear twitching on Day 3, Licking of the paws
and genitaiia Days 3-4; Hair foss and irritated skin on the right shoulder onto
the mid-back on Days 2247.
34911 M Vomiting on Day 1, Head shaking Days 1-4, 7-8; Licking of genitaia andfor
paws Days 1-7; Hair lossfredness at ear tins on Days 2-5 and 7-33.

3Symptoms are reported (in text) on p. 19 of MRID 46166109,

2. In the companion animal safety study (MRID 46166108) at 1X dogs weighing <6.6 kg

(all puppies) were treated with 1.17 mL. (the amount of material that could be applied

from a 1.5 mL ampule) test material; those weighing from 6.8-15 kg were also treated

with 1.17 mL; those weighing 15.1-28.5 kg were treated with 2.34 mL (2 x 1.17 mL),

Page 2 of 3
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while those weighing >29.5 kg were treated with 3.51 mL (3 x 1.17 mL). At the 5X
dose level puppies weighing <6.6 kg were treated with 5.85 mL (5 x 1.17 mL}; dogs
weighing 6.8-15 kg were also treated with 5.85 mL; dogs weighing 15.1-29.5 kg were
treated with 11.7 mL (10 x 1.17 mL) and dogs weighing >29.5 were treated with
17.55 mL (15 x 1.17 mL.).

From p. 18 of MRID 46166109: "Two male and four female (three of which were
spayed) dogs were allocated to Test Group 2. All dogs had short hair..." The
following are the body weights of these dogs and the amount of test material applied:

Dog Number Sex{(8) = Weight (kg) Dose (mL)" 1X Label Dose (mL)
Spayed}
HHCAVJ F(S) 10.9 2.8 1.17
35022 M 7.7 1.7 1.17
CNJAZF F(S) 9.2 21 | 1.17
36737 F 6.8 1.5 1.17
28625 F(5) 12.2 2.8 1.17
34911 M 13.6 31 1.17

®Individual dosages in the efficacy study are presented on p. 31 of MRID 46166106.

In the efficacy study (MRID 46166109) dogs were then treated with from 1.45X to
2.65X the indicated label dosage rate {the mean dose of 2.3 mL was 1.97X the
indicated label dosage rate; according to information on p. B4 of MRID 46166109 the
dosage rate in the efficacy study was 100 mg cyphenothrin/kg b.w.). The 5X dogs in
the companion animal safety sludy weighing 6.8 - 15 kg were treated with 5.85 mL, or
about 2.54X the dose that animals received in the efficacy study.

3. There are obviously then some significant inconsistencies between the findings of
the companion animal safety study in MRID 46166108 and the efficacy study in
MRID 468166109. The occurrence of neurological signs of toxicity in all 6 dogs in the
efficacy study suggests that there is not even a 2X margin of safety associated with
the proposed application rate of 1.17 mL in at least some dogs weighing from 6.8 -
15 kg, while the efficacy study data, as submitted, were conducted using a dose rate
higher than that of the previously reviewed proposed label.

4. The registrant should be informed of these inconsistencies. The proposed product
should not be registered until the issues (margin of safety involved in the use of
this product, whether the efficacy data, using a higher dose application rate than that
of 1he proposed label, can be used to support this registration) raised by these

.. inconsistencies have been adequately addressed.
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OFFICE OF PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

Date: November 24, 2004

MEMORANDUM
%0

Subject: EPA File Symbot: 2517-iIN SERGEANT'S CYPHENOTHRIN + IGR
SQUEEZE-ON FOR DOGS
DP Barcode: D305948
Decision No.: 338118
PC Codes: 129013 Cyphenothrin {CAS #39515-40-7), 125032
Pyriproxyfen (CAS #95737-68-1)

QLT OBt

From: Byron T. Backus, Ph.D. L 1L ew ~(—

Technical Review Branch W - 'L“f.;\ [
Registration Division (7/505C)

To: Linda DeLuise/Georgé LaRocca RM 13

insecticide Branch
Registration Division (7505C)

Applicant: SERGEANT’S PET CARE PRODUCTS, tNC.

FORMULATION DECLARATION FROM LABEL:

Active ingredient(s): % by wt
Cyphenothrin {(CAS #39515-40-T) ..o v cerirees e e 40.0%
NYIAT (CAS HO5737-B8-T) oot e 2.0%
N NG EHIEIES . ottt et re s et ae et e s et e s et e et £ e e eene 58.0%
Totat: 100.00%
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tCyphenathrin 40%: Pyripraxsien 2%
Efa File Symbol 2517-IN: SERGEANTS CYPHENOTHIRIN » IGR SQUELZE-ON FOR OGS

ACTION REQUESTED:

The Risk Manager requests:

Tox waiver request for acute inhalation; review of 5 other acuie studies and a
companion animal study.

BACKGROUND:

This package includes an acute oral LD, study (rat, up-and-down procedure, defaulting
to an acute toxic class procedure, MRID 46166103}); acute dermal LDy, study {rat;

MRID 46166104); primary eye irritation study {rabbit: MRID 46166105), pnmary dermal
irritation study (rabbit; 46166106) and a dermal sensitization study (guinea pig;
46166107), as well as a companion animal safety study in dogs (MRID 45166108).

The five acute toxicity studies were conducted at Product Safety Labs, New Jersey. The
companion animal safety study was conducted at Stilmeadow, Inc. In addition, there is
a waiver request for an inhalation study. All studies were conducted on Cyphenothrin-
IGR Squeeze-On for Dogs, a clear light yellow liguid with a specific gravity of 1.061
g/mL. containing 39.87% Gokilaht (Cyphenothrin}, 3.00% Methoprene and 2.00% Nylar.

RECOMMENDATIONS:

1. The companion animal (dog) safety study in MRID 46166108 has been reviewed and
nas been classified as acceptable for puppies {12 weeks and older) and adult dogs.
It is concluded that there 1s an adequate margin of safety {(at least 5X) between the
exposure assoclated with the proposed use level for this formulation in dogs, and
that at which gignificant adverse systemic effects (not seen n this study, but which
might include ear twitching, muscie tremors, drooling)} may occur. For dermal effects
an effect was observed in one puppy In Group lll {treated at essentially a 7.5X dose
level), but in none of the other dogs (including the puppies in Group |, dosed at 1.5X)
indicating a reasonably low potential for this effect in dogs treated at the proposed

use level.

2. Itis noted that the test matenal was supplied in {and applied from) unidose 1.5 mL
ampules. Howsver, the report states that the mean volume delivered from a single
1.5 mL ampule was 1.17 mL, and the registrant is propgsing packaging this product
in 3.0 and 4.5 {as well as 1.0 and 1.5) mL tubes. This is acceptable only if the 3.0 mlL.
tubes deliver no more than 2.34 (2 x 1.17) mL and the 4.5 mL tubes deliver no more

than 3.51{3x117) mL.
3. The five acuie toxicity studies have been reviewed and classified as acceptable. In

addition, TRB has no objection to the registrant’s waver request for an acute
inhalation study, based on the product form {a yellow liquid). its proposed packaging
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(1.0, 1.5, 3.0 or 4.5 ml. tubes or ampuies), the method of application (as a spot-

on or stripe-on to the dog's back}), and the relatively iow inhalation toxicity of technicai
Cyphenothrin (one report from the open iiterature gives a rat L.C50 of 1.85 mg/L, or
EPA toxicity category HHl; extrapolating from this the inhalation LC50 value for a 40%
Cyphenothrin-60% inert product would then be greater than 4 mg/L., or EPA toxicity
category iV by this exposure route}.

4_Based on the resuits of the acute toxicity studies, the following is the acute toxicity
profile for EPA File Symbol: 2517-IN SERGEANT'S CYPHENOTHRIN + IGR
SQUEEZE-ON FOR DOGS. The signal word of the product would be CAUTION, as

proposed by the registrant:

Study Tvpe Tox. Cat. Cilassification & MRID #
Acute Oral LD, (rat) Hi Acceptabile (#46166103)
Acute Dermal LD, (rat} H Acceptable (#46166104)
Acute Inhalation 1.Cq, Y Waived

Primary Eye Irritation (rabbit} [ Acceptable (#46166105)
Primary Dermat irritation (rabbit} v Acceptabie (#46166106)
Denmmai Sensitization (guinea pig}  Negative Acceptable (#46166107}

5. Based on the acute toxicity profile and proposed uses, the following is the
precautionary labeling for this product, as obtained from the Label Review System:

BRODUCT ID #: 002517-00080
PRODUCT NAME: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS
PRECAUTIONARY STATEMENTS

SIGNAL WORD: CAUTION

Hazards to Humans and Domeastic Animals:

Harmful if swallowed or absorbed through skin,. Causes moderate eye irritation. Avoid contact with skin,
eyes or dothing. Wash thoroughly with soap and water after handiing.

Firgt Aid:

If on skin:

-Take off contaminated clothing. '
-Rinse skin immediately with plenty of water for 15-20 minufes,
-Cail a poison control center or doctor for treatment advice.

If swallowed:
-Call & poison control center or doctor immediately for treatment advice.

-Have person sip a glass of water if able-to swallow.
-Do not induce vomiting unless told fo by a poison control center or doctor.
-Do not give anything to an unconscious person.
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[Cyphienothrin 40%; Pyriproxyfea 2%
EP'A File Symbol 2517-IN: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

If in eyes:
-Hold eye open and rinse slowly and gently with water for 15-20 minutes,
-Remove contact lenses, if present, after the first 5 minutes, then continue rinsing.

-Call a poison control center or doctor for treatment advice.

NOTE TO PHYSICIAN: Note to PM/CRM/Registrant: The proposed label should contain a "Note to
Physician”. The following statements are suggested types of information that may be included, if
applicable: - technical information on symptomatology; - use of supportive treatments to maintain life
functions; - medicine that will counteract the specific physiological effects of the pesticide; - company
telephone number to specific medical personnel who can provide specialized medical advice,
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{Cyphenothrin 40%; Pyriproxylen 2%]
EPA File Symbol 2517-[N: SERGEANT'S CYPHENOTHRIN + [GR SQUEEZE.ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D. Date: November t9, 2004
Risk Manager (EPA): 13

STUDY TYPE: Acute Orai Toxicity - Rat; OPPTS 870.t1100: OECD 425

TEST MATERIAL (% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GL.P Project
#1683A - Lab Prepared. From the certificate of analysis (p. t5 of MRID 4666 103) this
contained 39.87% Gokilaht (Cyphenaothrin), 3.00% Methoprene and 2.00% Nyiar. From
information on p. 1t of MRID 46166 104 the specific gravity of the test material was t.061 g/ml.
The test material is described as a clear, light yeliow liguid.

SYNONYMS: The test materiat description is consistent with the proposed product 2517-IN
Sergeant’s Cyphenothrin + IGR Squeeze-On for Dogs (aithough this product does not contain
Methoprene) with a labei declaration of: Cyphenothrin 40.0% and Pyriproxyfen (Nylar) 2.0%.

CITATION: Moore, G. (2003} Acute Oral Toxicity Up and Down Procedure in Rats:
Cyphenothrin-iGR Squeeze-On for Dogs. Project Number: 13320, P320/UDP. Unpublished
study prepared by Product Safety Labs, Food Product Laboratory and Silliker Laboratories of
New Jersey, inc. 16 p. Study Compietion Date: May 20, 2003. MRID 46166103.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: in an acute orai toxicity study (MRiD 46186 t03)}, conducted using the
up-and-down procedure but defaulting to the acute toxic class method, Cyphenothrin-iGR
Squeeze-On for Dogs (2824) MGK GLP Project #1683A - Lab Prepared, a clear, fight yellow
figuid with a specific gravity of 1.06t g/mL containing 39.87% Gokilaht (Cyphenothrin), 3.0%
Methoprene and 2.00% Nylar was administered by oral gavage at 2000 mg/kg to 2 single
Sprague-Dawiey derived 8-week-old albino fasted (ovemight) female rat. When this rat
survived, four additional fasted (overnight) female rats of the same strain, age, body weight
range (t64-182 g} and source (Ace Animais, inc., Boyertown, PA) were aiso dosed at 2000

mgikg.

On the day of dosage rats were observed for severat hours for mortality and signs of gross
toxicity for severai hours post-dosing. They were then observed at [east once a day for the

remainder of the 14-day observation pericd.

On the day of dosage rats were observed at least 3 times within the first 4 hours aiter dosing
for ciinical signs of toxicity and mortality and then at ieast once daily for the remainder of the
14-day observation period. Individual body weights were recorded just prior 10 dosing {Day 0)
and on days 7 and 14. Individual body weights were recorded predosing and on days 7 and 14.

Two rats died within 24 hours of dosage with no clinical signs observed prior to death. Two rats

which survived showed reduced fecal voiume, ventral staining and hypoactivity, with recovery
by Day 4. All survivors gained weight in the period from Day O (predose) to Day 7 and again

from Day 7 fo t4.
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|Cyphenothrin 40%; Pyriproxylen 2%)|
EPA File Symbol 2517-1N: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

Postmortem necropsy findings in the rats which died showed discotoration of the lungs and
intestines and fiuid filled stomachs. Gross necropsy findings in rats surviving to terminal
sacrifice were unremarkable.

Estimated Oral LD,, in female rats > 2000 mo/kg.

EPA File Symbol 2517-IN Sergeant’s Cyphenothrin + i{GR Squeeze-On for Dogs, a clear, light
yeliow liguid with a specific gravity of 1.06t g/mL containing 40% Cyphenothrin and 2%

Pyriproxyfen (Nyiar) is in EPA toxicity category iif in tarms of oral exposure based on tha

observed LD, (>2000 mg/kg) in female rats.

This acute oral study is classified as acceptable. it does satisfy the guideline requirement for
an acute oral study (OPPTS 870.1100; OECD 425} in the rat.

COMPLIANCE: Signed and dated GLP Compliance {p. 3}, Quality Assurance (p. 16), and [No]
Data Confidentiality (p. 2) statements were provided.

RESULTS and DISCUSSION:

AOT428statpgm (Version: 1.0} Test Results and Recommandations
Acute Oral Toxicity (OECD Test Guideline 425) Statistical Pregram

Date/Time: Friday, October 15, 2004, 4:37:11 PM
Data file name: Cyphenothrin-IGR.dat
l.ast modified: 10/15/2004 4:37:11 PM

Test/Substance: Cyphenothrin-iGR
Test type: Limit Test

Limit dose (mg/kg): 2000

Assumed [.DS0 (mg/kg): Default
Assumed sigma (mg/kg): 0.5

DATA:

Test Animal Dose Short-term Long-term
Seq. ID (mag/kg) Result Resuit

t 8040 2000 O 0
2 8tg8 2000 O 0
3 8238 2000 0 O
4 8372 2000 X X
5 8407 2000 X X

(X = Died, O = Survived)

Dose Recommendation: The limit test is complete.
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fCyphenothrin 40%; Pyriproxyfen 2%|
EPA File Symbo) 251 7-IN: SERGEANT'S CYPHENOTRRIN + IGR SQUEEZE-ON FOR DOGS

SUMMARY OF LONG-TERM RESULTS:
Dose O X Total

2000 3 2 5

AllDoses 3 2 5
Statistical Estimates:

The LD50 is greater than 2000 mag/kg.

ﬁ - ERS R " I- B R ;‘; .,.E.._
N Mortality/Numiber Tested
Dose (mgrkg bw) T T T T
2000

Statistics - Not necessary to compute the oraf LD,,.

A. Mortality - As noted in the table above.

B. Clinical observations - Two rats died within 24 hours of dosage with no clinical signs
observed prior to death. Two rats which survived showed reduced feca! volume, ventral staining
and hypoactivity, with recovery by Day 4. All survivors gained weight in the period from Day 0
(predose) to Day 7 and again from Day 7 to 14.

C. Gross Necropsy - Postmortem necropsy findings in the rats which died showed
discoloration of the lungs and intestines and fluid filled stomachs. Gross necrepsy findings in

rats surviving to terminal sacrifice were unremarkable.

D. Reviewer's Conclusions: The study is acceptable. EPA File Symbol 2517-IN Sergeant’s
Cyphenothrin + IGR Squeeze-On for Dogs, a clear, light yellow liquid with a specific gravity of
1.061 g/mL containing 40% Cyphenothrin and 2% Pyriproxyfen (Nylar) is in EPA toxicity

category IIl in terms of oral toxicity based on the observed LD, {>2000 mg/kg) in female rats.

E. Deficiencies - None
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[Cyphenothrin 40%; Pyriproxyfen 2%|
EPA File Symbof 2517-IN: SERGEANT’'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D, Date: November 22, 2004
Risk Manager (EPA): 13

STUDY TYPE: Acute Dermal Toxicity - Wistar rats - OPPTS 870.1200; OECD 402

TEST MATERIAL (% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - Lab Prepared. From the certificate of analysis {p. 15 of MRID 4666103) this
contained 39.87% Gokilaht {Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL.
The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IN
Sergeant’s Cyphenothrin -+ IGR Squeeze-On for Dogs (althgugh this product does not contain
Methoprene) with a label declaration of: Cyphenothrin 40.0% and Pyriproxyfen (Nylar) 2.0%.

CITATION: Moore, G. (2003) Acute Dermal Toxicity Study in Rats - Limit Test Cyphenothrin-
IGR Squeeze-On for Dogs. Project Number. 13321, P322. Unpublished study prepared by
Product Safety Labs, Food Product Laboratory and Silliker Laboratories of New Jersey, inc. 16
p. Study Completion Date: May 20, 2003. MRID 46168104.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In an acute dermal toxicity study (MRID #46136104), a group (5M &
5F) of Sprague-Dawley derived albino rats (source: Ace Animals, Inc., Boyertown. PA; Males;
300-318 g; Females: 178-204 g; young adult [indicated by body weight data]) were dermally
exposed (approximately 10% of body surface) for 24 hrs to 2000 mg/kg of undiluted
Cyphenothrin-IGR Squeeze-On for Dogs, a clear, light yellow liquid with a specific gravity of
1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
{Pyriproxyfen). The test material was held in contact by & gauze pad and Durapore tape.

Rats were observed several times after application on day C and once daily thereafter for 14
days. Individual body weights were recorded just prior to dosing (day 0) and on days 7 and 14.

There was no mortality and there were no signs of systemic toxicty. Three males showed
some dermal irritation (erythema and/or edema) with ¢learing by day 2. All rats gainsd weight
from day O to 7 and from day 7 to 14.

No gross abnormalities were observed at post-sacrifice necropsy.
Dermal LDg, Males > 2000 mg/kg (0/5 died)

Females > 2000 mg/kg (0/5 died)

Combined > 2000 mg/kg (0/10 died)
Based on the rat LDy, > 2000 mg/kg, Cyphenothrin-IGR Squeeze-On for Dogs, a clear, light
yellow liquid with a specific gravity of 1.081 g/mL containing 39.87% Cyphenothrin, 3.00%
Methoprene and 2.00% Nylar is in EPA toxicity category [l in terms of dermal toxicity.
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{Cyphenothrin 40%; Pyriproxylen 2%|
EPA File Symboi2517-IN: SERGEANT'S CYPHENOTHRIN -+ IGR SQUEEZE-ON FOR DOGS

This acute dermal study ts classified as acceptable. It does satisfy the guideline requirement
for an acute dermal study (OPPTS 870.1200: OECD 402) in the rat.

COMPLIANCE: Signed and dated Gi.P Compliance (p. 3), Quality Assurance {p. 18), and [No}
Data Confidentiality {p. 2) statements were provided.

RESULTS and DISCUSS!ON:

ted

e ) o e MoitalityiNumber Tes
N o Combined -~

.. . -Females: , .

2000 /10

Statistics - Not necessary to compute the dermal LD,

A. Mortality - None, as noted in the table above.

B. Clinjcal observations - There were no signs of systemic toxicity. Three males showad
some dermal iritation (erythema and/or edema) with clearing by day 2. All rats gained weight

from day O to 7 and from day 7 to 14.

C. Gross Necropsy - No gross abnormalities were observed at post-sacrifice necropsy.

D. Reviewer's Conclusions: The study is acceptable. Based on the rat £ D, > 2000 mg/kg,
Cyphenothrin-lGR Squeeze-On for Dogs, a clear, light yellow liquid with a specific gravity of
1.081 g/mtL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
{(Pyriproxyfen) is in EPA toxicity category Il in terms of dermal toxicity.

E. Deficiencies - None
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|Cyphenothrin 40%; Pyriproxylen 2%|
EPA File Symbol 251 7-IN: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR BOGS

Reviewer: Byron T. Backus, Ph.D. Date: Novernber 23, 2004
Risk Manager (EPA): 13

STUDY TYPE: Primary Eye Irritation - NZW Rabbit; OPPTS 870.2400; OECD 405

TEST MATERIAL (% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2,00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mtL..

The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IN
Sergeant's Cyphenothrin + IGR Squeeze-On for Dogs (although this product does not contain
Methoprene) with a label declaration of Cyphenothrin 40.0% and Pyriproxyfen (Nylar) 2.0%.

CITATION: Moore, G. (2003) Primary Eye Irritation Study in Rabbits; Cyphenothrin-IGR
Squeeze-On for Dogs. Project Number: 13322, P324. Unpublished study prepared by Product
Safety Labs, Food Products Laboratory and Silliker Laboratories of New Jersey, Inc. 17 p.
Siudy Completion Date: May 20, 2003. MRID 46166105.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In a primary eye irritation study (MRID 46166105), 0.1 mL of
undiluted Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with & specifiz
gravity of 1,061 g/ml containing 39.87% Cyphanothrin, 3.00% Methoprene and 2.00% Nylar
(Pyriproxyfen), was instilled into the conjunctival sac of one eye of each of 3 adult New Z=aland
White Rabbits (weights: not reported; ages: young adult; source: Davidson's Mill Farm, South
Brunswick, NJ), with observations and scoring at 1, 24, 48 and 72 hours after instillation.

No corneal opacity was observed (with 2% ophthalmic fluorescain sodium used at 24 hours to
verify the absence of corneal opacity at that reading). 3/3 eyes were positive for conjunctival
redness (score of 2) at 1 and 24 hours. All eyes were completely clear (all scores zero) at 72

hours.

In this study, Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific
gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
(Pyriproxyfen} is in EPA toxicity category |l) based on the presence of grade 2 conjunctival
redness in 3/3 eyes at 24 hrs which subsequently cleared by 72 hrs,

This study is classified as acceptable. It does satisfy the guideline requirement for a primary
eye irritation study (OPPTS 870.2400; OECD 405} in the rabbit.

COMPLIANCE: Signed and dated GLP Comgliance (p. 3}, Quality Assurance {i. 17), and [No]
Data Confidentiality (p. 2) statements were provided.

Page 1¢ of 29

134




|Cyphencthrin 40%; Pyriproxylen 2%|

EPA file Symbol 2517-IN: SERGEANT'S CYPHENOTHRIN + IGR SOUERZE-ON FOR DOGS

RESULTS AND DISCUSSION:
—
Number "positive”/number tested
Obgervations 1 hr 24 hrg? 48 hrs 72 hrs

Corneal Opacity 0/3 0/3 0/3 0/3

Iritis 0/3 0/3 0/3 0/3
Conjunctivae: I

Redness' 313 313 0/3 0/3
Chemosis’ 0/3 0/3 0/3 0/3 "
Discharge’ 313 0/3 03 0/3 ”

Score of 2 or more considered positive

Fluorescein staining was used to verify the absence of corneal opacity.

A. Dbgervations - No systemic effects were observed. 3/3 eyes were positive for conjunctiva
redness {score of 2) ai 1 and 24 hours, All eyes were completely clear {ali scores zero) at-72

hours.

B. Reyviewer’s Conclusions: The study adequately defines a Toxicity Category Il hazard
potential in terms of eye exposure potential for Cyphenothrin-IGR Squeeze-On for Dogs, a

clear, light yellow liquid with a specific gravity of 1.061 g/mL containing 38.87% Cyphenothrin,
3.00% Methoprene and 2.00% Nylar (Pyriproxyfen).

C. Deficiencies - None
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[Cyphenothrin 40%; Pyriproxyfen 2%}
EEA Fite Symboi 251 7-IN: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D. Date: November 23, 2004
Risk Manager (EPA): {3

STUDY TYPE: Primary Dermal Irritation - NZW Rabbit; OPPTS 870.2500; OECD 404

TEST MATERIAL {% a.l.}: Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - Lab Prepared. From the cerfificate of analysis {p. 15 of MRID 4666103} this
contained 39.87% Gokilaht {Cyphenathrin), 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46 t86 t04 the specific gravity of the test material was 1.06t g/mL.
The test materiat is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 25 t7-iN
Sergeant's Cyphenothrin + IGR Sgueeze-On for Dogs {although this product does not contain
Methoprene) with a label declaration of Cyphenothrin 40.0% and Pyriproxyfen {Nylar) 2.0%.

CITATION: Moore, G. (2003) Primary Skin {rritation Study in Rabbits:-Cyphenothrin-IGR
Squeaze-On for Dogs. Project Number: 13323, P326. Unpublished study prepared by Product
Safety Labs, Food Products Laboratory and Silliker Laboratories of New Jersey, Inc. t7 p.

Study Completion Date: May 20, 2003. MRID 46166106.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In a primary dermal irritation study (MRID 46166106}, 0.5 mL
aliquots of undiluted Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow figuid with a
specific gravity of 1.06t g/mL containing 39.87% Cyphenothrin, 3.00% Methoprane and 2.00%
Nylar {Pyriproxyfen), were apptied to dermal sites on each of 3 {2M & 1F) young adult New
Zealand White albino rabbits {source: Davidson’s Mill Farm, South Brunswick, NJ) with 4-hour

semioacluded expaosure,

After 4 hours, the gauze patch and holding tape were removed. The test sites were scored
{Draize) at t, 24, 48 and 72 hrs and at 7 and 10 days.

No edema was observed (all scores for edema were zero). All sites scored one for erythema at
1 hour and 2 at 24, 48 and 72 hours. One site scored 2 for erythema on day 7 while the other
two scored 1. All scores were zero on day t0. The Pil (average of scores at 1, 24, 48 & 72 hrs)

=1.75.

In this study, Cyphenathrin-lGR Squeeze-On for Dogs, a clear light yellow liauid with a specific
gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
(Pyriproxyfen) is in £PA Toxicity Category IV for dermal irritation effects, based on the PII of
1.75 and relatively low score {grade 2, characterized as well-defined) for erythema at 72 hrs
[EPA Toxicity Category [il would be characterized by moderate or grade 3 erythema at 72 hrs)
- foltowing 4-hr semi-occiuded exposure. C T o

This study is classified as acceptable. It dbes satisfy the guideline requirement for a primary
dermal irritation study (OPPTS 870.2500; OECD 404) in the rabbit.

Page 12 of 29

136




|Cyphenothrin 40%; Pyriproxylen 2%]
EPA File Symbo? 2517-1N: SERGEANT’S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 17}, and {No]
Data Confidentiality (p. 2) statements were provided.

RESULTS and DISCUSSION:

A. Observations - No edema was observed (al scores for edema were zero). All sites scored
one for erythema at 1 hour and 2 at 24, 48 and 72 hours. One site scored 2 for erythema on
day 7 while the other two scored 1. Ali scores were zero on day 10. The Pli (average of scores

at1,24, 48 & 72 hrsy = 1.75.

B. Results - The Pl (average of 1, 24, 48 and 72-hour scores) = 1.75 The mean irritation
scorz oh day 3 was 2.0 {erythema: 2.0; edema: 0.0).

C. Reviewer's Conclusions - The study adequately demonstrates a Toxicity Category IV
hazard potential in terms of dermal irritation for Cyphenothrin-lGR Sgueeze-On for Dogs, a
clear light yellow liquid with a specific gravity of 1.061 g/mL containing 38.87% Cyphenothrin,
3.00% Methoprene and 2,00% Nylar (Pyriproxyfen).

D, Deficigncies - None
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|Cyphenothrin 40%:; Pyriproxyler 2%|
EPA File Synibol 2517-1N: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR BOGS

Reviewer: Byron T. Backus, Ph.D. Date; November 23, 2004

Product Manager (EPA): 13

STUD : Dermal Sensitization - albino Guinea Pig; OPPTS 870.2600; OECD 406, 428

TEST MATERIAL (% a.i.}: Cyphenothrin-!IGR Squeeze-On for Dogs (2824} MGK GLP Project
#1683A - Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this
contained 38.87% Gokilaht {Cyphanothrin), 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.067 g/ml.
The test matenrial Is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IN
Sergeant’s Cyphenothrin + |GR Squeeze-On for Dogs {although this product does not contain
Methoprene) with a label declaration of Cyphenothrin 46.0% and Pyriproxyfen {Nylar) 2.0%.

CITATION: Moore, G. (2003) Derntal Sensitization Study in Guinea Pigs: Buehler Method:
Cyphenothrin-lGR Squeeze-On for Dogs. Project Number: 13324, P328. Unpublished study
prepared by Product Safety Labs, Food Products Laboratory and Silliker Laboratories of New
Jersey, Inc. 25 p. Study Completion Date: May 20, 2003. MRID 46166107,

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In a dermal sensitization study (MR!D 46166107) with Cyphenothrin-
IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/mL
containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen), a group
of 20M Hartley albino guinea pigs (373-428 g; young adult; source: EIm Hill Breeding Labs,
Chelmsford, MA) were sach dermally exposed {6 hours) to a 0.4 mL aliquot of test material on a
once-a-week basis for 3 consecutive weeks. After a two week rest period they were then
dermally challenged with 0.4 mL of a 75% w/w mixture of the test material in mineral oil at a
previously unexposed site. An additional 10 previously unexposed male guinea pigs received
were similarly treated. Challenge sites on all 30 guinea pigs were evaluated and scored for
erythema at 24 and 48 hours after the application.

Following challenge, 7/20 previously exposed guinea pigs showed very slight (score of 0.8)
erythema at 24 hours; all scored zero at 48 hours. 4/10 contraols showed very slight (score of

0.5) erythema at 24 hours; all scored zero at 48 hours.

The report includes resulis from a positive control study (PSL Study #12371) which was
conducted with technical (85%;) alpha-Hexyltinnamaldehyde and completed on August 15,
2002. The results {3/10 previously exposed, 0/5 naive control guinea pigs showing a positive
response at challenge) were appropriate. The study dates for the testing with Cyphenothrin-
IGR Squeeze-On for Dogs were from March 13 to April 11, 2003, While slightly outside the 6-
month period indicated in the Guidelines, it is concluded the overail study findings are

acceptable.
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ICyphenathrin 40%; Pyriproxylen 2%
EPA File Symbol 251 7-IN: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

In this study there were no indications that Cyphenothrin-IGR Squeeze-On for Dogs, &
clear light yeliow liquid with a specific gravity of 1.061 gimL containing 38.87%
Cyphenothrin, 3.00% Methoprene and 2.00% Nytar (Pyriproxyfen) is a dermal sensitizer.

This study is classified as acceptable. It does satisfy the guideline requirement for a dermal
sensitization study (OPPTS 870.2600; OECD 408, 429) in the Guinea pig.

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 25}, and [No]
Data Confidentiality {(p. 2} statements were provided.

. PROCEDURE

A. Induction - Each of 20 male Hartley albino guinea pigs was treated once a week for 3
cansecutive weeks to a 6-hour exposure to 0.4 mi undiluted Cyphenothrin-lGR Squeeze-On for

Dogs.

B. Ghallenge - Twenty-seven days after the first induction exposure 0.4 ml of a 75% whw
mixture of the test material in mineral oil was applied to a naive site on the right side of each
guinez pig at a previously unexposed site. These sites were evaluated and scored for
erythema at 24 and 48 hours after ihe challenge application.

C. Naive Controls - At the time the 20 pre'viously induced guinea pigs were challenged, 10
previously unexposed (negative control) guinea pigs were similarly challenged.

I, RESULTS and DISCUSSION.:

A. Reactions and duration - Following challenge, 7/20 previously exposed guinsa pigs
showed very slight (score of 0.5) erythema at 24 hours; all scored zero at 48 hours. 4/10

controls showed very slight (score of 0.5) erythema at 24 hours; all scored zero at 48 hours.

B. Positive control - The report includes results from a positive control study (PSL Study
#12371) which was conducted with technical (85%) alpha-Hexylcinnamaldehyde and completed
on August 15, 2002. The results (3/10 previously exposed, 0/5 naive control guinea pigs
showing a positive response at challenge) were appropriate. The study dates for the testing
with Cyphenothrin-IGR Squeeze-On for Dogs were from March 13 to April 11, 2003. While
slightly outside the 6-month period indicated in the Guidelines, it is concluded the overall study

findings are acceptable.

C. Reviewer's Conclusions: Based on the results of this study Cyphenothrin-IGR Squeeze-
On for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/mL containing
39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen) is not a dermatl

sensitizer.

D. Defigiengies - The final date for the cited positive control study is approximately 7 months
before the initiation of this study. However, TRB can accept the results of this study.
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EPA Primary Reviewer: Byron T. Backus, Ph.D. Signature.

Technical Review Branch, Registration Division {7505C) Date AL f f ] Lesw Ay
EPA Secondary Reviewer: Willlam Dykstra, Ph.D. Signature: f{ Lo L T e
Health Effects Division (7508C) Date 4./{;/§/fﬁ= 7

DATA EVALUATION RECORD

STUDY TYPE: Companion Anima! Safety - Dogs OPPTS 870.7200

PC CODES: 128013 (Cyphenothrin), 129032 DP BARCODE: D305948
RISK MANAGER: (EPA): 13 DECISION NG.:338118

PRODUCT AND TEST MATERIAL: Cyphenothrin-lGR Spot-on for Dogs. [EPA File Symbo!
2517-IN]; a liquid labeled “"Gokilaht Spot-On wiGR’s (2624) 40.00% RS-Gokilant; 3.00% S-
Methoprene, 2.00% Nylar.” According 1o a certificate of analysis (p. 47 oi MRID 46166108) the
formulation contained 39.87% Gokilaht, 3.00% S-Methoprene and 2.00% Nylar. Packaged in
unidose ampules containing 1.5 mb product.

CITATION: Kuhn, J. {2003) Companion Animal Safety Study 1n Dogs: Cyphenothinin-IGR Spot-
on for Dogs. Final Report. Project Numbsr 7650/03. Unpublished study prepared by
Stilmeadow. Inc. and Miller. Thomas A. 53 p. Study Completion Date 20 October 2003. MRID

46166108.

SPONSOR: Sergeant’s Pet Care Products. Inc, Omaha. NE 65130-1703.

EXECUTIVE SUMMARY: In a2 companion arumal safety study (MRID 48166108). groups of 12
dogs {irom 5 to & males in eacn group) with gacn group including trree i2-weaek olc puppies
weighing 4.1-6.1 kg. 2 or 3 dogs weighing 6.8-15 kg, 3 or 4 dogs weighing 15.1-22.5 kg, and 3
weigning >29.5 kgj were dosed with: 1) the amount of vehicle contained in a singie dose {Group
I, sontrols); 2} at 1X the labe! use directions (except for puppies, which were dosed at 1.5X) in
Group I, and 3) at 8X the label use dirsalions (except for puppies, which were dosed ar 7.5X) in
Group ). Group lli dogs were trearsd five nmes with one nour berween each treatment.

The test maerial was suppliad 1 unidose 1 5 mL. ampules. However, the report siates that the
mean volume aehvered from one of these ampuies was 1.17 mi. One dose for puppies
consisted of matenal from a single 1.5 mi ampule (the proposed label states that dogs wetghing
less than 15 lbs {= 6.8 kg] are ta be treated with 1.0 mL), for dogs weighing 15-33 Ibs {5.8-15 kg)
itwas 1.5 mi, for dogs waighing 15.1-29.5 kg it was the contents of two 1.5 mL ampules (the
proposad label says two 1.5 mL or one 3.0 mL ampule;, and for dogs weighing >28.5 kg it was
three 1.5 mL ampules (the proposed label says tnree 1.5 mL or one 4.5 mL ampules), The
conirol matenal was supplied in bulk and placebo conrrols were treated with this formulation
{without actives) at the rate of 55.13% of the active product dose volumes.

Administration was according to the proposed iabel directions and inveived application of the test
substance {or control vehicke) to the skin in a line along the spine starting at the back of the

neck Label diractions specify apphcation of the product as a spoi-on or stnpe treatment
between the sioulder blades to dogs weighing up lo 15 kgs  For dogs weighing between 15 and
28.5 kg application would be as a spot-on or stnpe treaimer at two sites on the back, one

ey
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between the shouider blade and one direclly in front of the base of the fail. For »29.5 kg the
contents of one 1.5 mL ampule would be applied to the back as a spot-on or stripe between the
shoulder, and the contents of the other two 1.5 mL ampules would be appfiad as a stripe on the
back in front of the base of the tail.

Eachdog in Groups | ang |l was observed at 1, 2, 3 and 4 hours foliowing treatment on Day 0.
Group lil dogs were also observed "between the hourly dosings” (1, 2, 3, 4, 5, 8, 7 and 8 hours
after the first treatment). All dogs were then observed twice (a.m. and p.m.) on Days 1-15.

Individual body weights were determined on Days -7, -3, 7 and 14. Individual food consumption
was determined on a daily basis from Day -7 through Day 15 by measuring the amount of food
given to each dog in the morning and subtracting the amount left at the end of the day. Blood
samples were taken on Days -7 and 1 following overnight fasts.

Possible systemic effects related to exposure to 1the test material included ocular discharge and
salivation. In the immediate period following treatment, ocular discharge was observed in one
Group Il dog {a puppy) at 4 hours post-dose, and in 4 Group il] dogs (including all three
puppies). Salivation (mostly very slight, but in some cases moderate) was observed in five
Group 11l dogs {including 1/3 puppies), and was observed {very slight) in one adult 32.2 kg dog
at 1 hour postdose (so at this time this dog had presumably been treated with only 1 or 2
applications of test material). Salivation was seen in another Group Il aduit starting at 3 hours,
and in two additional Group 1] adults starting at 4 hours. During the subsequent 15-day
observation period, ocular discharge was frequently observed (including continuously from day
10 to 15) in one contre! puppy, in none of the Group I (1X) dogs, and in one Group [l puppy
(days 1-2) and one Group [l] adult (days 1-6, then again on Days 13-15); both of these Group HI
animals had also shown ocular discharge in the period immediately following the first treatment.
Salivation was observed in one Group lIt adult male at the AM observation on Day 1 (this dog
had also showed salivation during the 8-hour period following the first treatment). One Grou ill
maie puppy showed a lesion (or igsions) on both sides of the shoulder (presumably at or near
the application site) from Day 5 through 15, and was observed to scratch this area frequently.

Group It adults showed a mean weight loss between days -3 and +7. The incidences of adult
dogs showing weight losses between days -3 and +7 were: Group |: 3/9; Group II: 4/9: Group lII:
6/9. I is concluded then that for adult dogs exposure to a 5X dosage of test rnaterial was
associated with a slight mean weight decrease in the period from Day -3 to Day 7.

While Group | puppies showed a greater mean weight gain in the period from Day -3 to +7 than
Groups Il and II, their mean weight gain/day in the subsequent period from Day 7 to 14 {0.053
kg/day) was comparabie to the mean weight gains from Day -3 to +7 for Groups [l {0.033
kg/day) and I1I {0.047 kg/day). Group lll puppies alsc showed a greater mean weight gain in the
period from Day -3 to 7 than did Group [l puppies. There is no indication then that exposure to
the test material affected body weight gain in puppies.

Puppies in Groups It and Il showed lower mean food consumption values on Days 0 and 1
relative 10 their controls. This has to be considered as treatment-related. A similar effect iri the

adults was not evident.

No effects were noted on hematological or clinical chemistry parameters.

VWhile the Guidelines for this type of study state that the targeled adequate margin of safety is
5X, itis also stated that: “Consideration will be given to products with less than a 5X margin of

safety, depending on the severity of ctinical signs of toxicity (e.g. transient, nonife-threatening
signs).” The test material was not tested at 3X and effacts were noted at 5X. However, the
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effects noted at 5X, including ocular discharge (also noted in one puppy dosed at what was
essentially 1.5X) and salivation were minimal (most occurrences of both ocular discharge and
salivation were described as "very slight."} and reasonably transient. [t is noteworthy that no
systemic neurological signs {such as iremors or ataxia) were observed, and the salivation may
have oeen due to ingestion of small amounts of tast material from licking or biting the application
area. Inaddition, the performing laboratory has demonstrated in the past extremely meticulous
reporting of observational data in companion animal safety studies, and it is quite likely that
these observations would not have been reported from some of the other laboratories which

conduct this type of study.

For local dermal effects, one puppy treated at what was essentially a 7.5X dose leval showed
subseguent shoulder lesions and was noted to scratch this area frequently. Dermal exposure to
pyrethroids can cause a burning and/or itching sensation at the application site, and this has to
be considered an effect (unless the registrant can provide additional information demonstrating
otherwise). However, this was an isolated case, and the three adult dogs treated with 3 unit
doses/application with a total of § applications {for a total of fifteen 1.5-mbL ampules in all) did not

show a similar response.

However, one area of concern is that the 1.5 mL ampules {the only size tested in this study)
delivered only an average of only 1.17 mL of test material, and the registrant is proposing
packaging this product in 3.0 and 4.5 mL (as well as 1.0 and 1.5 mL} fubes. This is acceptable
only if the 3.0 mL tubes deliver no more than 2.34 (2 x 1.17) mL and the 4.5 mL tubes deliver no

more than 3.51 3 x 1.17) mL.

This study is classified as Acceptable as a companion animal safety study (OPPTS 870.7200)
for puppies (12 weeks and older) and adult dogs. It is concluded that there is an adequate
margin of safety (at feast §X) between the exposure associated with the proposed uss
level for this formulation in dogs and that at which significant adverse systemic effects
{not seen in this study, but which might include ear twitching, muscie tremors, drooling)
may occur. For demal effects an effect was observed in one puppy in Group | (treated at
essentially a 7.5X dose level), but in none of the other dogs (inciuding the puppies in Group II},
indicating a reasonably low potential for this effect in dogs treated at the proposed use level.

COMPLIANCE: Signed and dated Quality Assurance (p. 4), [No] Data Confidentiality (p. 2}, and
Good Laboratory Practice Compliance (p. 3) Statements were present.

i, MATERIALS
A. MATERIALS

1, Test material: Cyphenothrin-IGR Spot-on for Dogs, with a label declaration for active

ingredients of RS-Gokilaht [=Cyphenothrin] (40.00%} , S-Methoprene
(3.00%), and Nyiar (2.00%). According to a certificata of analysis on
p. 47 of MRID 48168108 the respective analytical values were 39.87%,
3.00% znd 2.00%. Packaged in unit dose ampules containing 1.5 mL.

Description: A ligquid;

Lot No:: #1683B8

Storage: Room Temperature

2. Administration:  Topical {spot-on)

3. Vehicle control:  X-8693-03 (Placebo Conirol}; From Study 0310: Lot #03390A0100C.
liquid which was stored at room temperature.
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4, Test animals

Species: Dog

Breed: From p. 8 of MRID 46166108: "Beagles and other breeds...”

Ages and weights at study initiation: “Animals were at least 3 months old at dosing.
There were 3 animals from each group in each of the following weight ranges:
<15, 15-33, 34-65 and >65 pounds {<6.8, 6.8-15, 15.1-28.5 and >28.5 kg). All
dogs less than 15 pounds were pups that were 12 weeks old at dosing.” [Note by
reviewer: The alkaline phosphatase measurments from Dog 2854F {controls),
3085M (Group 11} and 2156M (Group il1) were relatively high - refer to pp. 32-34 -
suggesting these were fairly young dogs too].

Sources: Butler Farms {Clyde, NY}, Martin Creek Kennels (Wiliford, AR), Ridglan
Farms (Mt. Horeb, WI) and STILLMEADOW, Inc.

Housing: Individually in kennels measuring 3' x 5.5".

Diet: PMI Canine High Density Diet 5L18.

Water; Tap water, ad /ibitum

Environmental conditions:
Temperature: 22° + 3'C
Humidity; 30 - 70% |
Air changes: 10 - 12/hr '
Photoperiod: 12 hr dark/12 hr light

Acclimation period: 2 weeks

{i. STUDY DESIGN

A INLIFE DATES

From the report cover: study initiation date: 13 August 2003; study completion date: 20
October 2003.

B. -ANIMAL ASSIGNMENT/ DOSAGE AND ADMINISTRATION

There were a total of 12 dogs per dosage group. Group 1 (1X vehicle; note: observation
schedule on p. 18 of MRID 46166108 is the same for Groups 1 and 2, consistant with a
single application of placebo on dogs in Group 1) consisted of § males and 3 females;
Group Il {1X) consisted of 5 males and 7 females, and Group Il (5X) consisted of 8
males and 4 females. Assignment was on the basis of weight. From p. 10 of MRID
46168108: "Animals selected for testing were randomly assigned to three groups... Since
there were three dose sizes (based on animal body weight) to be used in each treatment
group, three dogs of each weight range were included in each group. The weight ranges
were <15, 15-33, 34-65 and >85 pounds (<6.6, 6.8-15, 15.1-29.5 and >29.5 kg). The
dogs <15 pounds were 3-month old puppies.”

From p. 10 of MRID 46166108: “The test substance and placebo were applied to the skin
in & line along the spine starting at the back of the neck. The test substanca was
supplied in unit dose plastic tubes, each containing 1.5 mk and were administered to
each animal according to its body weight. The placebo control substance was provided in
bulk. On Day 0, a label dose (1X) of the test substance was administered to each Group
Il animal according to hody weight. Group Il animals received the test substance at five
times the label dose (5X) administered as single doses once every hour for 5 hours. The
single dose velumes were: dogs <15 pounds, 1.5 mL (one unit dose); dogs 13 [157}-33
pounds, 1.5 mi {one unit dose); dogs 34-65 pounds, 3 mL {two unit doses}; and dogs
>§5 pounds, 4.5 mL, {three unit doses). Group | was treated with the placsbo control
material in a volume equivalent to that of the normal |abel dose of the test substance less
the volume of that dose that was occupied by the active ingredients {or approximately
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55% of a normal 1X dose volume)..."

TABLE 1. Sfudy design
Numi;;::;:i:: | Cumulative Dosefdog
. Number of
Group & Weight Range tkg) | maie | Female TotaliDog Mean Mean Dosage | apptications
mLJKg Cyphenothrin
# “—“-‘E“ﬂsL—
H e e T T
I {control} <68° 3 0 0.83 mL® 0.16° 0 1
8.8-15 1 1 0.83 mL® 0.08° 0
15.1-29.5 2 2 1.65 mL® 0.09" 0
>29.5 3 0 2.48 mL® 0.07° 0
IF {1X) <56 1 2 1.7 mL® 0.28° 1122 (121p t
6.8-15 1 2 1.17 L 0.09° 36° (39)°
15.1-29.5 1 2 2.34 mL® 0.12¢ 48¢ [52]"
>28.5 2 1 3.81 mL*® 0.11¢ 42° 148)°
fll (5X) <6.6° 1 2 5.85 mL® 1.26° 503" [543)° 5
6.8-15 0 2 5.85 mL® 0.51¢ 2079 [224)*
_15.1-285 3 1 1.7 mLs 0.64¢ 255° (275]° j
>29.5 3 0 17.55 mL® 0.50° 199° [215)°
Data calculated from information on p. 14-15 in MRID 46166108,
® Puppies
® Placebo

© Test material {with actives); amount delivered basad on 1.17 misapplication.
¢ Based on a specific gravity for the test material of 1.00 g/mL (consistent with the catcuiations for dosage as reported

on pp. t4-15 of MRID 46168108) and based on t.17 mL detiveredAube.

® Based on a specific gravity of 1.08 g/mL

Note: According 10 the CSF the specific gravity of the proposed product is about 1.08; assuming the product contains
40% Cyphenothrin then 1.5 mL would be 1.62 g and would contain 648 mg of Cyphenothrin. The calculations of
dosage of Cyphenothnin in the report(see p. 14-15 of MRID 46166108) appear to be based on a specific gravity for
the proposed product of about 1.00. Example: Dog 3067 F weighing 4.2 kg received one 1.5 mL dose of the product
and this is reported as a dosage of 142 mgfkg Cyphenothrin, 142 mg/kg x 4.2 kg = 586.4 mg; dividing this by 0.3987
{the analytical percentage} gives 1486 mg (= 1.496 g) lotat product applied. However, in Appendix G (see p. 52 of
MRID 46166108) it is stated that the unil dose containers did not deliver the entire target dose of 1 5 mL, as there was
a mean detivered votume of 1.17 mL. A statement in Appandix G {*...6X dose rates ranged from 494 to 830 mg/kg for
the smallest subjects.”) is consistent with detivery of 1.17 mbi/dose and a spegcific gravity of about 1.08 g/mL,

C. DOSE SELECTION RATIONALE

According to the proposed label this product will be packaged in unidose 1.0, 1.5, 3.0
and 4.5 mL applicator {ubes. These correspond fo single treatments for dogs weighing
15 ibs and under, 15-33 lbs, 33-66 lbs and >66 Ibs. However, in this study, Group 2 (1X}
dogs (puppies) weighing less than 15 lbs received 1.5 mL (instead of 1.0 mL.), while
Group 3 (5X) dogs (puppies) weighing less than 15 ibs received 5x 1.5 mL=7.5 mL
{instead of 5 x 1O mL =5.0 mL). ’
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D. EXPERIMENTAL DESIGN

From p. 10 of MRID 48166108: “Each animal was observed at 1, 2, 3 and 4 hours
following dosing on Day 0 and then twice daily [AM and PM] for the duration of the study.
Group !l animals were also observed between the hourly dosings. Each animal was
examined for signs of any pharmacologic and/or toxicologic effects. Only abnormalities
were recorded.”

Individual dogs were weighed on Days -7, -3, 7 and 14.

Individual food consumption was measured daily by measuring the amount of food given
to each dog in the morning and subtracting the amount of food left at the end of the day.

Baseline blood samples were collected from each dog on Day -7 by jugular venipuncture
following an overnight fast, Blood samples were also similarly collected on Day 1.

E. PATHOLOGICAL PARAMETERS

Blood samples were collected on Study Days -7, and 1 by jugular venipuncture following

an overnight fast. The CHECKED (X) parameters were examined:

a. ematology
X X
X} Hematocrit (HCT)* X Leukocyte differsntial count*
X | Hemoglobin (HGB)* X § Mean corpuscular HGB (MCH)*
X | Leukocyte count (WBC)* X Mean cotpusc. HGB conc {(MCHC)*
X | Esythrocyte count {RBCO)* X | Meancomusc. volume (MCV}*
X | Plateiet count Reticujocyte count
Blood clotting measurerents
{Thromboplastin time)
(Cletting time)
X (Prothrombin time [PT])*
X (Activated partial thromboplastin time [APTT])*
Erythrocyte morphology
*Recommended in OPPTS 870.7200 Guidelines.
b. Clinical chamist
X ELECTROLYTES X OTHER |
X | Calcium* X 1 Albumin {Alb)*
X ¥ Chloride* X ] Blood creatinine (Crea)*
Magnesitm X { Bilood urea nitrogen (BUN)*
X | Phosphorus* Total Cholesterol
X ¢ Potassium* X { Globulin (Glob)*
X { Sodium* X 1 Glucose (Gluc)*
X | Total and direct bilirudin (T Bl & D Bil)*
ENZYMES X { Total scrum prolein (TP)*
X § Alkaline phosphatase(ALPor ALK)* Triglycerides
Cholinesterase(ChE) Serum protein siectrophoresis
Creatine kinase X { Albumin/Globulin (A/G) ratio
Lactic acid dehydrogerase{LLDH)
X 4 Serum nianine aminotransferase (ALT or SGPT)*¥
X § Serum aspartate aminotransferase{AST or SGOT)*
Gamma glutamy] transferase(GGT)
Amylase
Glutamate dehydrogenase

*Rccommended in OPPTS 870.7200 Guidclines.
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F. STATISTICS

The statistical report is found in Appendix G, It consists of a 6-page document (pages 48-
53 of MRID 456166108). From p. 51 of MRID 46166108: "The data generated by the test
facility...were statistically analyzed by Student's “t* test, assuming equal variances, using
the statistical program in Microsoft Excel, version 87-SR-1... Since cyphenothrin is
potentially the most toxic component of the product (pyriproxyfen and methoprene are
known to be virtually mammalian-inert) cyphenothrin dosage was the focus. To ensure
that some of the test subjects were treated at or above the target maximum dose rate of
100 mg of cyphenothrin per kg body weight, the 12-week-oid Beagle pups were treafed
with the next higher unit dose volume. Although weighing between 9 and 11 ib at
treatment, for which the proposed label dose rate is one dose of 1 mL, these pups
received one 1.5 mL unit dose. To vaiidate the dosage delivered to the principats, the
expelled contents of six 1.5 mL unit dose containers were each weighed...” [Note: the
report text then refers to Table 1.1, which is not present in the report]. From p. 52 of the
report: “The dose validation data (Table 1.1) indicated that the unit dose containers, if
filled at the target dose volume of 1.5 mL, were not capable of delivering the entire target
volume {(mean volume detlivered was 1,17 mL).

G. DISPOSITION OF ANIMALS

Not stated. Accerding to the OPPTS 870.7200 Guidelines; "Routine sacrifice or
necropsy is not required for surviving animais.”

H. COMPLIANCE

Signed and dated Quality Assurance [p. 4], [No] Data Confidentiaiity [p. 2], and Good
Lahoratory Practice (GLP) Compliance [p. 3] Statements were present.

lll. RESULTS

A, EXPOSURE LEVELS

The dose per 1.17 mL appiication (hased on a product specific gravity of 1.08 g/mL) is
1.264 g. Since the test material contained (by analysis) 39.87% Cyphenothrin, 3.00% S-
Methoprene and 2.00% Nyiar, each 1.17 mL dose then contained 0.504 g (=504 mg)
Cyphencthrin, 0.038 g (=38 mg) 5-Methoprene and 0.025 g (=25 mg) Nylar. For Group
Il (1X) mean cumulative Cyphenothrin desages were: puppies (<6.6 kg): 121 mg/kg;
dogs 8.8-15 kg: 39 mg/kg; dogs 15.1-29.5 kg: 52 mgikg:; and dogs >29.5 kg: 45 mg/kg.
For Group I (56X} dosages were: puppies (<6.6 kg): 543 mg/kg: dogs 6.8-15 kg: 224
mg/kg; dogs 15.1-29.5 kg: 255 ma/kg; and dogs >29.5 kg: 215 mgrkg. Refer to Table 1

ofthis DER. B. MORTALITY

There was no mortality, with alt dogs surviving the 14-day observation period.
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C. CLINICAL SIGNS

In the observation pericd immediaiely following treatment, no clinical signs of systemic
toxicity were observed in Group | {controls). In Group Il {1X) animal 3074 (a male pup
weighing 4.1 kg) showed very slight ocular discharge from both eyes at 4 hours post-
dose. In Group lll (5X) four dogs (including all 3 ouppies) showed very slight to
moderate ccular discharge from one or both eyes in the period from one hour to 8 hours
post-dosing. In addition, five dogs (including one puppy) showed very slight to moderate
salivation during this period {in two dogs it was classified as very slight). Very slight
salivation ocourred in one animal at 1 hour {i.e., presumably following a single dosage of
test material), and in two others it was first noted at 3 hours {after 3 application

treatments)

Slight to moderate green ocular discharge (both eyes) was observed in one controf
puppy in the period from Day 1 to Day 6, and then again in this puppy from Day 10 to
Day 15. No ocular discharge was observed in Group || in the period from Day 1 to Day
15. One Group |l puppy showed clear ocular discharge from the left eye on Days 1 and
2, while an adult dog showed clear ccular discharge from the left eye from Day 1 through

Day 6, then again from Day 13 through Day 15.

TABLE 2. Adverse Effects Dbserved in Dogs Treated with CyphenothrindGR Spot-on
in the Period Immediataly Following Treatment!
Groiip | Group i CGroup ili i

Parameter {Controf) (1) (5%)
Ocular discharge - one 0[o) 1[17/48) 4[12/96)
or both eyes in the
immediate post-dosing
period
Salivation 0J0j} 0 5[18/486)
Soft stool olo) 0 2[2/86)
Spiked greasy hair at 0[0} 2[2/48) 0[0j
application sits in the
immediate post-dosing
period

*Data taken from Table 2 (p. 15) of MRID 46166108,

From p. 11 of MRID 46166108: “Five of the Group I} [1X] animals exhibited greasy spiked
fur and/or white deposits at the dose site through Day 3. The only other observation
noted in this group was moderate white foamy vomit in one dog on Day 8. In Group i1,
greasy and/or spiked fur and/or white deposits were seen through Day 1 in two dogs,
through Day 3 in three dogs, through Day 6 in three dogs and {from Day 5] through Day
15 i one dog. Other observations included slight clear ocular discharge through Day 2
and shoulder lesions through Day 15 in one animal (the dog was observed to scratch the
irritated area frequently), and slight to moderate diarrhea on Days 3 and 4 in another
animal. Another dog had very slight to moderate clear ocular discharge through study
termination with slight to moderate redness around the eye on Days 3-6. One dog
exhibited slight salivatiors on Day 1 and moderate diarrhea on Day 14, and another had a

lesion on the back ont Days 7-15.7
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The Group 11| dog with the lesions on the shoulder (from p. 18: “hoth sides”) from Day 5
through 15 was 3070M {a male puppy}, freated with five 1.5 mL applications, while the
Gioup 11! dog with the lesion on the back (Days 7-15) was 2853F (a female adult) also
treated with five 1.5 mL applications.

D. BODY WEIGHT AND WEIGHT GAIN

From p. 12 of MRID 46166108: “The average weight gain{s] for Groups |, I and [l were
1.1, 1.0 and 0.6 kilograms, respectively. There were no significant differences among
groups, and no dose related responses.”

The values in Table 3 are calculated from individual body weight data (p. 14-15 of MRID

46166108):
; ' TABLE 3. Mean Body Weights for Dogs by Group ___]I
r Mean Wt Mean Wt
kg £ 8.0, change change Day
Group Day -3to? -3te 14
Day -7 Day -3 Day 7 Day 14 kg £ 6.D. kgt S.D.
{ (Conirols) puppies| 4.63+0.80 { 507+093 | 643£1.01 | 6504110 | 1.07:015 [ 1.43£031
{{Controls) adudts | 21.87 +9.93 | 22.34 £ 10.26 | 22.86 + 10.90 | 2331+ 11.15 || 0.51+0.87 0.97 +1.00 ¢
i1 (1X) puppies 4.80 £1.14 417 £ 0.06 4,50 £0.10 4974 0.31 0.33 0.15' 0.50 +0.35 F
I {1X) aduits 21.64+9.61 | 21.804£9.16 [22.53+10.2922.91+ 10,28 }f 041 1.36 1.01 £1.61
"_I!I {5X} puppies 4.87 £0.71 4.63 0,57 5.10£0.70 563+ 0.50 0.47 £0.15 1.00 £ 0.10
il {§X) adults 22,18 £10,00]22.38 + 10.35 [ 22.18 + 10,40 [ 22.86 + 10.68 f -0.20 +0.32 0.48 £0.58

Values calculated from data on p. 14 and 15 of MRID 46166108,

The possibility exists that there was a switch of puppies (or their bodyweights} as pup
3073M (assigned fo controls) weighed 4.1 kg on day -7 but 6.1 kg on day -3, while pup
3074M (assigned to Group 1] or 1X) weighed 6.1 kg on day -7 but 4.1 kg on day -3.
However, because this switch would have occurred before the dogs were treated, there
would have been no impact on the study results.

The only group in which adults showad a mean weight loss between days -3 and +7 was
Group lll. The incidences of adult dogs showing weight losses between days -3 and +7
were the following: Group 1: 3/S; Group |l: 4/9: Group llI: 6/9. ltis concluded then that for
adult dogs exposure t0 a 5X desage of test material was associated with a slight mean
sweight decrease in the period from Day -3 to Day 7.

While Group | puppies showed a greater mean weight gain in the period from Day -3 to
+7 than Groups I and lll, their mean weight gain/day in the subseguant period-from Day
7 10 14 (0.053 kgfday) was comparable to the mean weight gains from Day -3 to +7 for
Groups | {0.033 kg/day) and 11} (0.047 kg/day). Group lil puppies also showed-a greater
mean weight gain in the period from Day -3 to 7 than did Group |l puppies. There is no
indication then that exposure to the test material affected body weight gain in puppies.

Page 24 of 29

148



Values calculated from datz on p. 14 and 15 of MRID 46166108.

E. EFOOD CONSUMPTION

— o
TABLE 4. Mean Body Weight Gains for Puppies
Day -3 to +7 Day -3 Mean Pup Wt. Gain | Mean Pup Wt Gain
kg/Day kg/Day
Day -3to +7 Day 7 to 14__[

| {Controls) puppies 1.07 2015 0.37x0.15 0.107 0.053
Il (1X) puppies 0.33+0.15 047021 0.033 0.067

1l {5X) puppies 0.47 +0.15 053+£0.25 C.047 0.076

Puppies in Groups |l and Il showed lower mean food consumpticn values on Days C and
1 relative to their controls. This has to be considered as treatmeant-related. A similar
effect in the adults was not evident.

_TABLE 5. Mean Diet £5.D. (g) Consumed by Dog/Group by |

Group
Day -1 Day C Day 1 Day 2 Day 3 Day 4 Day 5
| (Controls) puppies | 227 £ 40 287 £ 14 263 £ 17 279 £27 315 £27 252 + 41 275+ 0
| {Controls) adults § 43t 2129 | 475+ 131 | 525+ 110 § 496+ 138 | 504 £ 166 | 313173 | 496 £ 146 |
Il {1X} puppies 1823+7 1223 89+ 17 239 +45 200 + 81 165 + 11 209 15
1l 51x3 adults 384 £218 | 387 +202 | 339+ 248 | 410+ 207 { 435+216 | 310177 | 418 £ 192
— - e
111 {6X) puppies 234 27 85t 0 98+ 82 201 x 62 178 £ 51 167 % 98 19120
11 (5X) adults 445 +141 | 497 £ 122 | 379 207 l 452+ 175 ¢ 435+159 | 322 £236 | 437 x 122

Values calculated from data on p. 26-29 of MRID 46165108,

- F. HEMATOLOGY

From p. 12 of MRID 46166108: “The hematology values were within normal limnits
except for platelet counts, prothrombin time and/or activated partial thromboplastin time,
These values were significantly elevated in all groups, including the placebo group, and
therefore were not dose related.”

There were no indications of any treatment related effects on hematology parameters.
Alkaline phosphatase activity was elevated for puppies in all groups (and was usually
above the reference range of 10-130 IUM.). but this is normal for puppies.

G. CLINICAL CHEMISTRY

There were no indications of any treatment related effects on clinical chemistry
parameters. As indicated on p. 12 of MRID 46166108 clinical chemistry results “were
within normal fimits in males and females and the few significant differences among male
or female means in any group or oetween group means did not appear to be related to
treatment with the test substance.”
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H. NECROPSY FINDINGS

As there were no mortalities, there were no necropsy findings.

V. DISCUSSION

Possibie effects related to exposure to the test matenal inciuded ocular discharge {seen
in both eyes of one puppy in Group il at 4-hours post-dosing; classified as very slight;
seen in 3 puppies and one aduit in Group lil in the period from one hour to eight hours
following the first dose. In all 3 puppies ocutar discharge, when it occurred during this
period, was described as very slight. In the aduit there was progression to a red,
imtated, watery left eye at 8 hours following the first dosage. In addition, very slight to
moderate salivation was noted in five dogs {including two puppies) of Group Il in the one
to eight hours foliowing treatment. Salivation was seen in one adult (#3080, a 32.2-kg
male receiving three 1.5-mL doses at each application) at the one hour observation {i.e.,
presumably one hour after the first treatment), and very slight salivation was seen in this
one dog at 3 and 4 hours [following the first dosage], and then moderate salivation was
seen at 8 hours. However, no effecis [‘No Observable Abnormaiities”] were then seen in
this dog for the remainder of the 14-day obsarvation period.

Aduit dogs dosad at the 5X level tended to show a slight mean weight loss in the week
following treatment, although there was no indication of an effect on food consumption.

There was no indication of an effect on body weight in puppies at the 1X and 5X dose
levels [actually 1.5X and 7.5X dose levels], although their mean food consumption levels
for days 0 and 1 were noticeably lower than concurrent vaiues of their controis as weil as
their own pre-exposure food consumption.

While the Guidelines for this type of study state that the targeted adeguate margin of
safety is 5X, it is aiso stated that: *Consideration will be given to products with less than a
5X margin of safety, depending on the severity of clinical signs of toxicity {2.g. transient,
non-iife-threatening signs).” The test material was not tested at 3X and effects were
noted at SX. However, the effects noted at 5X, including ocutar discharge {also noted in
one puppy dosed at what was essentially 1.5X) and salivation were minimal (most
occurrences of both ocular discharge and salivation were described as “very siight.”) and
reasonably transient. it is noteworthy that no systemic neuroiogical signs (such as
tremors or ataxia) were observed, and the salivation may have been due to ingestion of
smail amounts of test material from licking or biling the application area. in addition, the
performing laboratory has demonstrated in the past extremely meticuious reporting of
observational data in companion animal safety studies, and # is quite likely that these
observations wouid not have been reported from some of the other laboratories which

conduct this type of study.

For locai dermatl effects, one Group lli puppy (treated at what was essentially a 7.5X
dose level) showed subsequent shouider lesions {from day 5 through 15) and was noted
io scratch this area frequently. Dermal exposure to pyrethroids can ¢ause a burning
and/or.itching sensation at the application site, and this has to be considered an effect
{unless the registrant can provide additional information demonstrating otherwise).
However, this was an isolated case, and the three adult dogs treated with 3 unit
doses/appiication with a totai of 5 applications (for a total of fifteen 1.5-mL ampuies in all)
did not show a similar response.

However, one area of concern is that the 1.5 mL ampules {the only size tested in this
study) detivered only an average of only 1.17 ml of test material, and the registrant is
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proposing packaging this product in 3.0 and 4.5 mL {as well as 1.0 and 1.5 mL) tubes.
This is acceptable only if the 3.0 mL. tubes deliver no more than 2.34 (2 x 1.17) mL and
the 4.5 mL. tubes deliver no more than 3.51 (3x 1,17) mL.

This study is classified as Acceptable as a companion animal safety study (OPPTS
870.7200) for puppies (12 weeks and older) and adult dogs. It is concluded then that
there is an adequate margin of safety (at teast 5X)} between the exposure
associated with the propased. use level for this formutation in dogs and the dose at
which significant adverse systemic toxicalogical effects {not seen in this study,
but which might include ear fwitching, muscle tremors, drooting) may oceur. For
dermal effects an effect was observed in one puppy in Group lll (treated at essentially 2
7.5X dose level}, but in none of the other dogs in this study (including the puppies in
Group I}, indicating a reasonably low potential for this effect in dogs treated at the

proposed use level.

STUDY DEFICIENCIES: The test material was not tested at 3X and effects were noted
at 8X. However, the effects noted at 5X, including ocular discharge (also noted in one
puppy dosed at what was essentially 1.5X) and salivation were minimal (most
occurrences of both ocular discharge and salivatior: were described as “very slight.”).
in addition, the performing laboratory has demonstrated in the past exiremely good
reporting of observational data, and it is quite possible that what was reported in this
study would ot have been reported from some of the other laboratories which conduct

this tvpe of study.
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[Cyphenothrin 48%; Pyriproxylen 2%)

EPA Fife Symbot 2517-IN: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

ACUTE TOX ONE-LINERS

1. DP BARCODE: D305948

2. PC CODES: 129013 Cyphenothrin, 128032 Pyriproxyfen, 105401 Methoprene

3. CURRENT DATE: November 23, 2004

4. TEST MATERIAL.: Cyphenothrin-iGR Squeeze-On for Dogs, a clear fight yellow iiquid with a
specific gravity of 1,061 g/fmL cpntaining 39.87% Cyphenothrin, 3.00% Methoprene and 2.00%

Nylar (Pyriproxyfen)

Study/Species/Lab
Study #/Dale

Acute oral toxicity/rat/Product
Safety Labs {New Jersey)/Project
No. 13320/20-MAY-2003

MRID

46165103

Resulis

Tox.
Cat.

Core
Grade

A b e e r— st

LD,,»2000 mg/kg. Up and down
method defaulfing fo acute tox class
methad. 2/5 Sprague-Dawley derived
female rats died within 24 hrs afler
dosage at 2000 mg/kg: two rats which
sunvived showed reduced fecal volume,
ventral staining and hypoactivity, with
recovery by day 4, All survivors gained
weight in the period from day 0 to 7 and
again from day 7 to 14. Postmorem
necropsy of rats which died showed
discoforation of the lungs and infestines
and fluid-fifled stomachs. Findings from
rats which survived to lerminal sacrifice
waerg unremarkable.

|

A

Acute dermal toxicity/rat/ Produci
Safety Labs {New Jersey)/Project
No. 13321/20-MAY-2003

46166104

LD, > 2000 mg/kg. SM & 5F Sprague-
Dawley derived albino rats were
dermally exposed to 2000 mg/kg for 24
hrs; no mortality, no signs of sysiemic
toxicity. Three males had some dermaf
irritation with clearing by Day 2. Ail rats
gained wi from day 0 to 7 and from day
7 to 14. No gross abnormafities were
observed at posi-sacrifice necropsy.

H]

Primary eye imtation/rabhit/
Product Safety Labs {New
Jersey)/Project No. 13322/20-
MAY-2603

46166105

No comeal opacity. 3/3 rabbit eyes
were positive {grade 2) for conjunctival
irritation at 1 and 24 hrs. Alf eyes ¢lear
{all scores zero) by 72 s,

HI|

Primary dermal irritation/rakiit/
Product Safety Labs (New
Jersey)/Project No, 13323/20-
MAY-2003

46166106

No edema {all scores for edema = Q).
All 3 sites scored 1 for erythema at 1 hr
and 2 at 24, 48 and 72 hrs. One site
scored 2 for erythema on day 7 while
the other two scored 1. All scores zero
on dat 10, The Pil {average of scores
at 1, 24, 48 & 72 hrs) =1.75

Dermal sensitization {Buehler
method)/guinea pig/Product

Safety Labs {Noew Jersey

461668107

No indication that test material is a
dermal sensitizer.

Nota
sensiliz
er
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ICyphenothrin 40%; Pyriproxyfen 2%f

EPA File Symbol 251 7-IN: SERGEANT'S CYPHENOTHRIN + 1GR SQUEEZE-ON FOR DOGS

Companion animalfadult dog &
12-wk old puppies/ Stillmeadow
TX/Project No. 7650/03/20-QCT-
2003

46166106

Three groups of dogs, each containing
g adults & three 12-week old puppies:
Group | {control) was treated with the
amount of vehicle at 1X; Group |} was
treated at 1X {dogs 6.8-15 kg: contents
from one 1.5 mL ampule; 15.1-29.5 kg:
contents of two 1.5 mL ampules; =29.5
kg: contents of three 1.5 mL ampules,
Puppies {<6.B kg) were trealed with
contents of one 1.5 mL ampule (1.5X).
Group 1)} adults were trealed at 3X
{with treatments at {-hr intervals) and
Group Ill pups were treated al 7.5X
label dose. Administration was as a
spot-on and/or stripe treatment on the
back. Possible systamic effects noted
following administration were ocular
discharge in one Group Il puppy at 4
hrs post-dose and in 4 Group 1l
animals {including all 3 puppies).
Salivation was also noted in 5 Group |
dogs in the period (1-6 hrs) following
first admirnistration of test meterial.
Puppies {but not adults) showed of
Groups Il and 1l also showed lower
mean food consumption on days 0 and
1. One Group Il puppy showed
shoulder lesions {presumably in the
area where test material was applied)
from day 5 to the end of the study and
was noted to scratch this area
freguently. No effects on clinical
chemislry or hematology parameters.
(One concern is that 1.5 mL ampules
delivered only 1.17 ml tes| material;
registrant is proposing packaging this
product in 3.0 & 4.5 mL tubes. This is
acceptable only if the 3.0 mL tubes
deliver no more than 2,34 (2x1.17)mL
and the 4.5 mL tubes gdeliver no more
than 3.51 (3x1.17ymL.

WiA

Core Grade Key: A =Acceptable, 5 = Supplementary, U = Unacceptable, V = Self Validatad
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[Kills & Repels brown dog ticks [{Rhipicephalus sanguineus)] for up to 4
weeks!]

[Killg & Repels American dog ticks [(Dermacentor variabilis)] for up to 4
weeks!]

[Apply every [4 weeks]!][1 moath)]

[Up to & weeks of flea & tick weatment!]

| Comment [MESS]: Tk
‘neightened eficacy claims:

els floas and ticks forup tod weekst]

-t o -

' tWaterproof formuta)
Do L be bathed 24 hours after squeeze-on is applied]

.'___g____. v ___g___

{Reapply once every 4 weeks.] [Reapply monthly]

[May contain graphics illustrating product use, e.g., dog with a drop falling
onto its neck from a vial on front, side, or back carton label and/or applicator
labeling.]

[NOTE: Text or images in [ ] on this label denotes optional statements and/or
images that may be used on front, back, sides, top or bottom of carton/pack and/or

tube label panels.]
ACTIVE INGEDIENTS:
Cyphenothrin (CAS # 39515-40.7)....... 40.0%
OTHER INGREDIENTS:.........oooivenen, 00.0%
TOFAL: ..., 100.0%

[NOTE: Due to limited size of carton/pack labeling, the “Ingredient Statement”
may be placed to “prominently” appear on the Back Carton/Pack label panel]

KEEP OUT OF REACH OF CHILDREN
CAUTION
See [back] [or] [side] label panel[s] for additional precautionary statements
NET CONTENTS: [Three] [Six] [Twelve] 1.5 ml tubes, or
[Three] [Six] [Twelve] 3.0 ml tubes, or

[Three} [Six] [Twelve] 4.5 mi tubes, or
[Three] [Six] [Twelvel 6.0 ml tubes
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Label Comments
8. 2517-IL Claims

[MASTER CARTON/PACK LABEL-FRONT PANEL)

Sergeant’s Cyphenothrin
Squeeze-On for Dogs
ABN : Sergeant’s Silver Flea and Tick Squeeze-On for Dogs
ABN: Sergeant’s Silver Squeeze-On for Dogs
ABN: Sentry XFC Squeeze-On for Dogs
ABN: Sentry XFC Flea and Tick Squeeze-On for Dogs

DONQOT USE ON CATS [Box/Icon with cat image and cross-out)
[Pleasant fresh scent [or} Fragrance [or] “a specific fragrance(s) will be
identified™}

[Flea & Tick control for dogs and puppies over 12 weeks of age)
[Three in one protection [Kills fieas, ticks, and mosquitoes

[Three Way Protection [Kill fleas, ticks, mosqultoes] [for up to B@-Bays}
[Three in one protection! Kills ticks, and

[Up to 4 week Flea and Tick Treatment]

[Up to 4 week Flea and Tick Control]

4 week [1 month} flea, tick and besqﬁﬁ&{control

[For dogs & puppies (over 12 weeks of age) More than 9 1bs.]

[For dogs & puppies (over 12 weeks of age} 9 to 20 1bs]

[For dogs & puppies (over 12 weeks of age) 21 to 39 1bs]

[For dogs & puppies (over 12 weeks of age) 40 to 60 1bs]

[For dogs & puppies (over 12 weeks of age) 61 lbs and over]

[Three applications (for cartons with 3 applications)] and/or {3 month supply]

or [12 week supply]

+ [For dogs [9 1bs and up) or [ 1bs to 20 1bs] or [21 Ibs to 39 1bs] or [40 1bs to
60 1bs] or [61 Ibs and over]

s [Best if used year round!)

[K]lls & chcls ﬂeas up to [4 wceks] ‘]

. [Kﬂls & Repels ticks for up to [4 weeks]!]
s [Kills & Repels deer ticks (vector of lyme disease} for up to 4 weeks!)
s [Kills & Repels ticks {including deer ticks) for up to 4 weeks!}
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[MASTER CARTON/PACK LABEL — BACK/SIDE PANELS]

Sergeant’s Cyphenothrin
Squeeze-On for Dogs

[DO NOT USE ON CATS] [Box/icon with cat image and cross-out]

READ ENTIRE LABEL BEFORE EACH USE.
USE ONLY ON DOGS AND PUPPIES GVER 12 WEEKS OF AGE.
DO NOT USE ON CATS

PRECAUTIONARY STATEMENTS

HAZARDS TG HUMANS AND DOMESTIC ANIMALS
CAUTION: Harmful if swallowed or absorbed through skin. Causes moderate
eye irritation. Avoid contact with skin, eyes or clothing. Wash thoroughly with
soap and water afier handling. FOR EXTERNAL USE ON DOGS ONLY. Do not
use on puppies under 12 weeks of age. Consuit a veterinarian before using this
product on debilitated, aged, medicated, pregnant, or nursing dogs. Consult a
veterinarian before using on dogs with known organ dysfunction. DO NOT USE
ON CATS or animals other than dogs. Cats that actively groom or engage in close
physical contact with treated dogs may be at risk of serious harmful effects.
Sensitivities may occur after using ANY pesticide product on pets. H signs of
sensitivity occur bathe your dog with mild soap and rinse with large amounts of
water, If signs continue, consult a veterinarian immediately.

FIRST AID

If in eyes + Hold eye open and rinse slowly and gently with water
for 15-20 minutes,

» Remove contact lenses, if present, after the first 3
minutes, then continue rinsing eye.

» Call a poison control center or doctor for treatment
advice.

If swaliowed » Call a poison control center or doctor immediately for
treatment advice.

» Have person sip a glass of water if able to swallow.
Do not induce vomiting unless told to do so by the
poison control center or doctor.

¢ Do not give anything by mouth to an unconscious

person.
If on skin or » Take off contaminated clothing.
clothing » Rinse skin immediately with plenty of water for 15-20
minutes. '
» (Call a poison control center or doctor for freatment
advice.
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HOTLINE NUMBER
Have the product container or label with you when calling a poison conirol center
or doctor, or going for treatment. You may also contact 1-800-224-PETS for
emergency medical treatment information.

NOTE TO PHYSICIAN OR VETERINARIAN
Treat patient symptomatically

DIRECTIONS FOR USE

It is a violation of Federal law to use this product in a manner inconsistent with its
labeling. DO NOT USE QN CATS. May be toxic and potentially fatal if applied
to or ingested by cats.

How to apply: Remove product tube from package. Holding tube with top end
pointing up and away from face and body, [snap or] cut off fop end. Invert tube
over dog and use open end to part dog’s hair. Sgueeze tube firmly to apply all of
the solution to the dog’s skin, as directed below, Repeat application may be made
if necessary, but do not apply more often than once every 4 weeks.

For Dogs Weighing 9 1bs. to 20 lbs.: [For cartons containing 1.5 ml applicator
tubes] Apply one tube (1.5 ml) as a spot or strip to the dog’s back between the
shoulder blades.

For Dogs Weighing 21 1bs. to 39 1bs.: [For cartons containing two 1.5 ml
applicator tubes] {Apply two tubes (1.5 ml) as a spot or stripe to the dog’s back
between the shoulder blades.] [For cartons containing one 3.0 ml applicator tube]
[Apply one tube (3.0 mi) as a spot or stripe to the dog’s back between the
shoulder blades.]

For Dogs Weighing 40 Ibs. to 60 1bs.: [For cartons confaining three 1.5 ml
applicator tubes] [Apply two fubes (1.5 ml) as a spot or stripe to the dog’s back
between the shoulder blades and apply the third tube as a spot or stripe to the
dog’s back directly in front of the base of the tail.] [For cartons containing one
tube (4.5 ml)] [Apply one tube (4.5 ml) as a continuous stripe on the dog’s back
starting between the shoulder blades and ending directly in front of the base of the
dog’s tail.]

For Dogs Weighing 61 1bs. and Over [For cartons containing at least four 1.5 ml
applicator tubes) [Apply two tubes (1.5 mi) as a spot or stripe to the dog’s back
between the shoulder blades and apply the contents of the other two tubes (1.5 ml)
along the dog’s back extending to directly in front of the base of the tail.} or [For
cartons containing at lease two 3.0 ml applicator tubes] [Apply one tube (3.0 ml)
as a spot or strip to the dog’s back between the shoulder blades and apply the
contents of the other tube (3.0 ml) along the dog’s back extending to directly in
front of the base of the tail.] [For cartons containing one tube (6.0 ml)] [Apply
one tube (6.0 ml) as a spot or stripe to the dog’s back between the shoulder
blades.]

-14/31-
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STORAGE AND DISPOSAL
Bro not contaminate water, food or feed by storage or disposal.
Pesticide Storage: Do not remove tube from the pack until ready to use. Store in
a cool (below 25° C) dry place inaccessible to children and pets. Do not
refrigerate. Protect from direct sunlight.
Pesticide Disposal: If empty: do not reuse this container. Place in trash or offer
for recycling if available. If partially filled: Call your local solid waste agency or
1-800-CLEANUP for disposal instructions. Never place unused product down any
indoor or outdoor drain.

[Sergeant 8 Cyphemothrm S ueez On for Dogs is an cffectwe and easy to use

pmd““ts Sergeam s Cyphenothrin Squeeze-On for Dogs should be used as part of

a [an overall] [complete] program [aimed at][to][intended to}[reduce] reducing
flea populations in the dog’s environment (bedding, carpets, kennel, yard).)
[Consult your retailer for program recommendations. ]

l*imv.ser;q'cams;coﬁ')]"___m______”_'_'_____“_____

Made in the USA

[Sergeant’s is committed to providing high quality products. If you have any
questions or commenis about this product, please write; Sergeant’s Consumer
Response: P.O. Box 540399, Omaha, NE 68154-0399.)

[In case of emergency, call 1-800-224-PETS.]

[WARRANTY: SERGEANT’S PET CARE, INC. MAKES NO WARRANTY
OF MERCHANTABILITY, FITNESS FOR ANY PARTICULAR PURPOSE,
OR OTHERWISE, EXPRESSED OR IMPLIED, CONCERNING THIS
PRODUCT OR ITS USES WHICH EXTEND BEYOND THE USE OF THE
PRODUCT UNDER NORMAIL CONDITIONS IN ACCORDANCE WITH THE
STATEMENT MADE ON THIS LABEL.]

Made in the US A For:

Sergeant's Pet Care Products, Inc.
Omaha, NE 68130-1703

[BAR CODE AREA]

EPA Reg. No. 2517-
EPA Est. No.

-15/31-
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[MASTER LLABEL-TUBE/APPLICATOR LABEL]

PANELS-

Sergeant’s Cyphenothrin Squeeze-On for Dogs, [Box/Icon with cat image and
cross-out], [1.5 ml] or {3.0 mlj oz {4.5 ml] or [6.0 ml], Active Ingredients:
Cyphenothrin 40.0%; Other Ingredients: 60.0%

READ DIRECTIONS/PRECAUTIONS BEFORE USING. CAUTION: KEEP
OUT OF REACH OF CHILDREN, EPA REG. NO. 2517-

-16/31-
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Exponecnt

Exponentw 1730 Rhode lsland Ave., NW
Suire 100

Washingron, T 20036

wlephone ao0z2-772-4900
facsimile 2oz2-772-4179
Wwww.exponent.com

Angust 19, 2005

George LaRocca

Product Manager 13

US Environmental Protection Agency
Office of Pesticide Programs (7504C)
1801 South Bel! Street

Crystal Mall 2, Room 266A
Arlington, VA 22202

Re:  Sergeant’s Equine Squeeze-On (EPA Reg. No. 2517-84)

Dear Mr. L.aRocca,

On behalf of my client Sergeant’s Pet Care Products, Inc. (2637 South 158™ Plaza, Suite
100, Omaha, Nebraska 68130, EPA Company Number 2517), Exponent is submitting a
revised product label for the recently registered product Sergeant’s Equine Squeeze-On
(EPA Registration Number 2517-84). As discussed during our meeting with you on July
13, 2005, efficacy data to support the regisiration of Sergeant’s Equine Squeeze-On was
generated using a negative and a positive control. The data suggests that Sergeant’s
Equine Squeeze-On provided better or equal efficacy to the positive control; therefore, in
order to have a level playing field, we request that the Agency allow similar label claims
on the label for Sergeant’s Equine Squeeze-On as those found on the label for the EPA

registered positive control.

Efficacy data generated to support registration of Sergeant’s Equine Squeeze-On was
compared against the EPA registered product MQHP-1 Spot-On (EPA Registration
Number 73510-3). MQHP-1 Spot-On contains the active ingredient permethrin at 45.0%.
As previously stated, the Agency has registered MQHP-1 Spot-On with more liberal label
claims than were approved for Sergeant's Equine Squeeze-On. A copy of the most recent
EPA stamped approved label for MQHP-1 Spot-On is enclosed (Enclosure 1). Sergeant’s
efficacy data, submitted to and reviewed by EPA under MRID 46358001, support the fact
that Sergeant’s Equine Squeeze-On provided better than or equal control to the positive
control MQHP-1 Spot-On. Please see enclosed copy of EPA review dated Aprl 14, 2005
with the appropriate sections highlighted (Enclosure 2). Based on this data, we have
revised the product label for Sergeant’s Equine Squeeze-On to contain similar label
claims to MQHP-1 Spot-On. These label claims are less than what we originally
proposed for Sergeant’s Equine Squeeze-On (Enclosure 3). We request that the Agency
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review the enclosed revised label (Enclosure 4) and approve it to allow Sergeant’s
product to be competitive mn the marketplace.

Additionally as discussed, Sergeant’s plans to generate additional efficacy data to support
this product registration and will submit it to EPA to address the conditions of

registration.

If you have any questions, please contact me at {202) 772-4932.

Sergeant’s Pet Care Products, Inc.

Enclosures

cc:  Bob Scharf, Sergeant’s
Tom Miller, VRRC
Larry Nouvel, Nouvel
Carrie Daniels, Exponent
Rick Tinsworth, Exponent

T
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¥ oo read instructions on raverse before complsting form. Form Approved. OMB Ne, 2070-0060

“a United States | | Registration | DPF Keniifier Nuabar
WEPA Environmental Protection Agency || Amandment
Washington, DC 20480 Other I
Application for Pesticide - Section i
1. Company/Product Numbar 2. EPA Product Monagar 3, Proposed Clagsificetion
2517-84 - G. LaRocca [x Jnone [ ] Restietes
4, Company/Preduct [Namel PM?
Sergeant's Equine Spot-On 13
. Name and Address o} Applicant finclude ZiP Code} B. Expedited Raveiw. in accordance with FIFRA Section 3{cH3)
Sergeant's Pet Care Products, Inc. (B}, my product is simllar or identical in composition and labeling
2637 South 158th Plaza, Suite 100 to:
Omaha, NE 68130 EFA Reg. No.
D Check it this is 8 now eddress Product Name
Section - il
L_] Amandmant - Exptain bolaw, Finat printed labela In repsonse to
Agongy lettor dated
Rasubmissionin rasponea to Agancy Jottar damm,i___. D “Ma Too™ Application.
D Notitication - Explain b elow. D Other - Explain balow.

Explanation: Use sdditionat pagals) If necasaary. {For section 1 and Ssction 1.9
Submission of a revised label in response to EPA registration notice dated May 18, 2005.

Section - Iii

1. Matosisl Thic Product Wit Be Packaged In:
Child-Resisvant Packaging | Unit Packoging Water:Solubla Pacitaging 2. Type of Conteiner
5 Yaz B Yor B Ves Metat
; Plastic
No ! Ne Ne i Glass
" I "Yeos™ No. por if “Yos~ No, per . Pagpror
® Certification musr Unit Packagi i p -
) e 2Ging wot.  containor Peckage wot contsiner | i Othear (Speo
be submittsd | i)
3. Lacation of Not Contents Information 4., Sizels| Retad Container 5. Lecation of Lebel Dirsctona
. Labl | container -
&. Menner in Which Labei is Affixed to Pradyst Lithograph U Other
Pap:cr;?tuod
StencHed

Section - IV
). Contact Polet fComplate irems diractiy below for identification af incdkvidust to be contacted, Iif necessary. to process thiz spplication.)

Name Title . . Telephone No. {Include Arse Codol
James Messina Authorized Representalive 202-772-4932
- Certification 6. Date Appliostion
1 cartily that the etatemants | kove mada on this form and all attachmants tharato asa trua, sccursts and complote. Recelvad -
I acknowledge thet any knowlinglly Jalse or misfaading statamwent may be punichsble by fine or impriaonmsnt or {Stomped)
A8l undar applicadls low.
Signatre - 3. Title
PR // F— Authorized Representative
A,. Tyded Nemp S, Oate
mes Messina -/ -5

_

EPA Form 8570-1 {Rev. 3-941 Provious sditions are obaclota, White - EPA Fie Copy {otiginsl)  YeBow - AppReamt Copy
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Enclosure 1

EPA Stamped Approved Label for MQHP-1 Spot-On

X
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H3510-3 07/;4/&»3
ygb 57‘,@.’
s £ 3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
im ;’ WASHINGTON, D.C. 20460
47411 mts""
OFFICE OF
JL 14 203 PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

MarketQuest, Inc.

c/o Mr. Lain Weatherston, Ph.D.
Technology Sciences Group Inc.
4061 North 156th Drive
Goodyear, AZ 85338

Subject: Amendment Adding Claims for Mosquitoes and Ticks
MQHP-1
EPA Registration Number: 73510-3
Your Submission, Dated April 30, 2003

Dear Dr. Weatherston:

The labeling refemred to above, submitted in connection with registration under the
Federal Insecticide, Fungicide, and Rodenticide Act, as amended, is acceptabie subject to the
comment listed below, Two copies of the finished labeling must bz submitted prior to releasing
the product for shipment. A stamped copy of the label is enclosed for your records.

1. The claims for ticks are not supported by available data. EPA has data fo show thata
45% permethrin spot-on product will kill and repel ticks when applied at 9 cc. per horse;
however, available data do not demonstrate conclusively that a 45% product applied at only 6 cc.
per horse will kill or repel ticks. You must either delete the claims for ticks or agre= to
submit/cite efficacy data which support these claims.

NOTE: Since EPA has data on file demonstrating the effectiveness of 45% permethrin products
for tick control when applied at 9 cc. per horse, you may retain the tick claims, provided you
increase the application rate to 9 cc. per horse. 1f you choose this option, please submit revised
draft labeling incorporating this change and required data compensation forms (i.e., Certification
with Respect to Citation of Data/Data Matrix).

“Tle
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if you have any questions regarding this action, please contact Susan Stanton of my team
at (703) 305-5218,

Sincerely,

Lo 2o

George T. LaRocca

Product Manager 13
Insecticide Branch
Registration Division (7505C)

Enclosure
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MQHP-1
SPOT-ON

BITING FLY PROTECTION

KILLS AND REPELS HORN FLIES, FACE FLIES, STABLE FLIES, HORSE FLIES,
DEER FILES, BLACK FLIES, HOUSE FLIES, GNATS AND MOSQUITOES FOR UP
TO 2 WEEKS

KILLS AND REPELS BITING AND NUISANCE FLIES FOR UP TO 2 WEEKS

KILLS AND REPELS MOSCUITOES FCOR UP TO 2 WEEKS

KILLS AND REPELS TICKS ON HORSES
PROTECTS HORSES FROM HORN FLIES, FACE FLIES, STABLE FLIES, HORSE FLIES,

DEER FILES, BLACK FLIES, HOUSE FLIES, GNATS AND MOSQUITOES FOR UP TO 2
WEEKS

PROTECTS HORSES FROM NUISANCE AND BITING FLIES FOR UP TO 2 WEEKS
PROTECTS HORSES FROM MOSQUITOES FOR UP TO 2 WEEKS

PROTECTS HORSES FROM TICKS

ONE DOSE LASTS UP TO 2 WEEKS

ONE MONTH [TWO, THREE, FOUR MONTH] SUPPLY

Yvvyy Y

YYYYY

FOR USE ON HORSES ONLY
NOT FOR USE ON FOALS UNDER THREE [3] MONTHS OF AGE

ACTIVE INGREDIENT
PERMETHRIN™ [CASH# §2645-531] ......... 45.00%
OTHER INGREDIENT .ovvrecenercrnere 55.00% ACCEPTED
TOTAL  100.00% [WW] with COMMENTS
In EPA Letter Dated:

* Cisfrans rao: max 55%[4] ¢Is and min 45%][z] trans JIL 14 o)

Under tho Pederal Insocticlde,
KEEP OUT OF REACH OF CHILDREN Fungiolde, sud Rodenticlde Act,

as wnended, for né'.i wegf
CAUTION '“5“‘;“2 "d“g/ 2

SEE BACK PANEL FOR PRECAUTIONARY STATEMENTS
READ ALL DIRECTIONS BEFORE USING THIS PRODUCT

MarketQuest e,
748 Walker Road, Suite 10-301
Great FFalls, VA 22066

. EPA Registration No. 73510 - 3 o _ EPA Establishment No. 27?77

NET CONTENTS: 2 x 6 cc applicators
NET CONTENTS: 4 X6 cc applicators
NET CONTENTS: 8 x 6 cc applicators
NET CONTENTS: 8 x 8 ¢c applicators
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DIRECTIONS FOR USE

It is = violatlon of Federal law to use thie product in & manner Inconsistent with its labeling.

Do not use on horses intended for slaughter

Sensitivities can oceur after using ANY pesticlde product for animals. if signs of sensltivity
oceur wash area with mild soap and rinse with large amounts of water. [f signs continue,
constiit a veterinarian immedately. Not for use on foals under three [3] months of age

Ready to use, no dilution necessary

Hoid fube in upright position, pointing away from user's face and body. Break off
tip or cut with scissors. Using the cc gulde marks onthe tube apply MQHP-1 as

foliows:

1]
7

3]
4

streak 1 ¢c on top of the croup. .
streak 1 cc on the forehead under the forelock; taking carse 1o avoid the

eyes and mucous membranes
spot 1 ¢¢ over the dorsum of e carpus {front of knee) of each frorit ieg

[2 2 totai]
spot 1 ¢c over the plantar surface of the tarsus (behind the hock) of each

hind ieg {2 cc In fotal)

Piace empty appiicator in frash

Do notreapply for 14 days.

“sfe
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WARRANTY

MarketQuest In¢., warrants that thls product conforms to the chemical description on the label.
MarketQuest Inc., neither makes nor authorizes any agent or representative to make, any
other warranty of filness or of merchantability, guarantee or representation, express or implied,
conceming this material. MarketQuest In¢'s maxdmum fablity for breach of this warranty shall
not exceed the purchase price of this product. Buyer and user acknowledge and assume all
risks and liabiities resuiting from the handiing, storage and use of this material which extend
beyond the use of the preduct under nonmal conditions In accord with statements made on this

izbel.
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Enclosure 2

EPA Review Dated April 14, 2005
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PRODUCT PERFORMANCE / EFFICACY REVIEW
Mark Suarez, Entomologist - IB '

DATE:
EPA REG.N:_{:M’ER’:'
PRODUCT I#AM?E: :
REGISTRANT: |

PM: '

II).ECIS:IQN?#;‘:-
DP BARCODE:

AC'I‘IOﬁ:, 2 ) '
ACTIVE INGREDIENT(S):

TYPE:

OPPTS GUIDELINEGS): -

MRID:
GLP ?:
SITES:

PESTS:

STUDY APPLICATION RATE:

LABEL APPLICATION RATE:

14 April 2005
3

2517-10
Sergeants:Bquine Squeeze-On |
Sefgeant’s’ Pet-Care Pro duc_ts, Inc.

George LaRoccd, PM13 |
Linda DeLuzse

345653 "
307845

R31
129013, Cyphenothrm ........... .

W1pe—0;1.._(5queeze—(3_n). for Hotses'

810.1000-
8103000
810.3200°

463580001

. No.

Horses; Foais >3 months of age
Ticks, Mosquitoes

% cof horse (6.6-8.3 mg/kg)

. 1~9¢c Tube/ animal

o {
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STUDY SUMMARY:

The registrant has submitted four studies in support of the registration for this
cyphenothrin-based wipe-on for horses. The product is to be marketed with kills and
repellency claims against biting flies, mesquitoes and ticks.

The first two assays examine the efficaciousness of the subject formulation in
small stndies without adequate replication. There was no replication of treated horses in
one study and only two treated horses in the other study. The data resulting from these
pilot studies do not support claims against any pest more than one day after treatment.
The efficacy of the subject product against flies in compazisen to a negative control is
presented in Tables 1(a) and (b). '

The third submitted study tested a cyphenothrin based wipe-on for horses against
a negative control and a currently registered permethrin based product. Neither the
subject formulation nor the registered product performed adequately in the submitted .
study for claims against flies (mosquitoes, house flies, horse flies, stable fliés, face flies;

gnats, efc...) or ticks. The registrant alsc submitted a field study comparing the efficacy

against nuisance flies of horses for the cyphenothrin formulation in comparison to a
negative control and a positive control (Fly Ban [EPA Reg#.73510-3]). The results. of.
this study are presented in Table 2, :
Efficacy data against the American Dog Tick, Dermacentor varzabzhs WEre .
submitted for a cyphenothrin wipe-on, a negative control, and the Fly Ban positive ~
contrel menticned above. Based upon the data submitted (9 DAT), neither the subject”

product nor the registered Fly Ban performed adequately to support a claim against ticks...

The mean efficacy recorded against ticks was 23 and 29%, respectively.

Data submmitted in support of mosquito claims were suggestive of efficacy against
mosquitoes, Cx. quinguefasciatus, for up to 11 DAT. The products {cyphenothrin and-
permethrin positive control) did not effectively repel mosquitoes, only 7 £ 7%
{cyphenothrin} and 12 2 8% (permethrin control), but 0% of the mosqguitoes were

observed feeding when either prodhict was applied.
Several deficiencies are present in the submitted studies. The product was tested

-. in one location, only a small number of animals was used, the submitted data had to be

reanalyzed due 1o erroneous statistics presented in the report, the positive control was
applied at a label rate that is lower that that which is currently approved, and claims
against mosquitdes require testing of the product against a greater munber of species In
addition, the 810.3200 Livestock, Poultry, Fur- and Wool-Bearing Animal Treatment
Product Performance Test Guidelines established product performance standards as

follow:

I. Ticks,
A minimum of 90% reductien in infestation for one week and 75%

reduction in infestation for oné month, basedipon pre- and post-treatment
counts in comparison with untreated controls.
II. Flies (includes wipe-cn applications).

A minimum of 90% reduction in infestation under contimed use.
Three weeks of efficacy are claimed on the label, Neither a tick nor fly claim of
this duration is supported by the data submitied by the registrant.

-2/5-
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" Trial DAT (Days after Treatment)

Treatment Fly 1 2 7 14 22 29
Control Face 881 100.5 88 1005 | 101.5]155:5:
(n=2) House | 2721 272 272 272 220} 263
Stable | 221.5]  243] 221.5 2431 114.51 215
- Gnat 8 17 '8 17{ 64.5] 9
. | | Mean | 1474 1581 1474] 15811 125.1]160.6
& Cyphenothrin Face 100 724] 966] 701 8921 942}
© [ {n=1) Honse| 91.1| 8371 90.8] 868] 81| 658]
Stable | 7331 675 88261 85.6| 441 646
Gnat} 100 1060 100] 1606 8451 2231
- Mean | 911 809)] 939271 8.6 76.7| 617,
(a.) . o
= .| Tréatment .~ | Fly 1 3 81 15 - 22
{ Control- Face! 101) 85 102. 156 64 |
{n=2) House| 272] 290F 220f 263 2431
Stable ] 243 118] 115 215 421, -
o Gnat! 17| 3 65 9 135
2 I Mean | 1382] 124] 255 1608} 9051
& | Cyphenothrin Face: 991 69 2] . 40] 35 |
| (e=2) House |  85{ 68 73 | 33 72 -
. Stable 95{ 761 651 34 04
Gnat | 100! 100 81 39 421
Mean | 948 78.2 72.8 415 422
()

Table 1(2) and (b). Efficacy of Cyphenothrin product in pilot studies. Numbers in
‘bold meet, or exceed, the product performance guideline threshold of 90% population

_ reduction.
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DAT.
Treatment _Fly 1 3 8 16 22
Face | o | 57.8| 4981 123| 58.4] 044
e House | & [145.6 | 1312 168.2 ] 199.2 | 193.2
g Stable| = [ 118] 836 ]1082] 117.6] 948
o Grat| 2 21 2 24] 38| &
z Horse | E 08] 48 0.2
& Black Horse | & 0.6 ,
= Hom | < 3188 ] 13181
Mean| 8081 53.5( 67.9} 13961 867}
5 Face 82y 30 22 46| 0F
=y House g 68 23 13 53 221
= Stable | 5 | 62] 36] 1] 46| 0]
. Goat| 5 { 1001 100 50 ol a2
=Ne) & : L
2 ; Horse 05 166 o6 _ 0
2 _Black Horse:| & 100
gf Hom t , 0 04
Mean| 78] 578 471 29| 10.7
= Face 691 13 0 3 0.
) House | | 16| 0] 0] 0] 16}
=] )
&8 Stable | 2 26 0 0 0 0]
=3 Gnat| 5 [ 60] 60} s8] 5| &3]
E g Horse ﬁj ' 100 ] 160 100
*g-g Black Horse | & 100 1
g5 & Horn . - 0 0}
R Mean{ 428% 346 43 161 298¢

Tazble. .2'_. Number of flies on horses treated with Cyphenothrin wipe-on, Permethrin
wipe-on or control horses. Numbers in bold meet, or exceed, the product performance

guideline threshold of 90% population reduction.

ENTOMOLOGIST’S COMMENTS AND RECOMMENDATIONS:

The registéﬁtion of the subject formula’_tioix is weakly supported by the data
submitted. The deficiencies noted above resultin a question as to the reliability of the
data. However, the data submitted in Table 1 are suggestive of product efficacy.

Conditional registration of the product with flies and mosguitoes is acceptable, if
the registrant meets the following requirements:

45- 174



i

1.

Only the following label claim is acceptable:

“Repels [flies][biting flies]{nuisance flies][house ﬂles] [homn flies}[face fliesi[stable
flies][deer flies][black flies][gnats] and [mosquitoes].”

- .d. Remove all residual efficacy claims. Data must be submiitted-or cited. which _
demonstrate that the product provides lasting protection for these clanns to'be

o

This will require that the registrant

a. Remove all claims against ticks or submit or cite supporting data.

b. Remove the claim “Prevents Mosguitoes that Transmit West Nile Virus...”
from the label or submit or cite supporting data.

¢. Remove all “kills” claims. Data must be submitied or cited which
demonstrate that the product indeed kills the associated pest(s).

Inchided on the label.
e. Remove all claims that begin “Effectively kills. ..’
f.  The duration of product efficacy upon which this ¢1aim_ is based has pot'been:
supported; remove the statements: . .
1) “One [Dose][Treatment] Lasts up to..
2) “Three [3] Weeks Supply*, or, [Slx{6] Weeks...
Remove the clazm “Waterproof‘ » This claim must be support be the
submission of citation of efficacy data.
h. Remove all comparative claims, including:
1} “Quick Action & Longest Acting”.
2) “Protects against biting insects 50% Longer...”
3) “Protects against biting insects on horses 50% Longer...”
4) “Works 50% longer...”

Within one year, the registrant must submit data that meet the standards set forth.-
in the OPPTS Product Performance Guidelines 810.3200 for horse wipe-ons.-
Data must be submitted for flies that are commonly nuisance pests of horses,
ingluding black flies, mosquitoes (at least 2 species), a muscid, and a tabanid.

Ticks may not be listed on the label. Supporting data must be subzmt‘ted or cited-
for the inclusion of these pests. :

Claims against mosquitoes that may transmit WNV or other disease niist meet
specific data requirements. The registrant is encouraged to contact the efficacy
reviewer for the best approach to adding statements against vectors when an

associated disease is specified.

Comment on the requirement for an animal safety study is deferred to the risk and

product managers.

Enclosurs

O02517-00010) S3G7226-ER

-5/5-
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Enclosure 3

Original EPA Approved Label for Sergeant’s Equine Squeeze-On
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U.5. ENVIRONMENTAL FROTECTION AGENCY EPA Reg. ' ‘bate of 1ssusoca:
Dffice of Pasticide Programs Rumbers )
P Registration Diviaion [7505C) iMAY 18 2009
g Y % 3200 Sennzylvania Avenoe, N.W. :
% i Washington, 0.C. 20004 2517~84
x 0 g
% D’ﬁﬁ(&- Term - of Lssuange: T
Con PE E: o
NOTICE OF ES?ICIQ : { Conditional
4 Registration - -
Reregistration - :
e oy .
{untder FIFRA, as anended) Sezgeant 5 Equlne
' qu_;eez:e— Oon

‘Name and Address of Registrant [include 2IP Coda)
Sergeant’s Pet Care Products; Inc.
2637 Sputh 1387 Street

Omzha, NE 68130-~1703

Hote: Changes ia label_i_ng d:.ffer.u:g io substance from that acceptﬁ:a in connact:l_on with this req:.stranon nmuat
be submltted ro and accepted by the Registration Divigion prior to use of the label in commerce. In any
correspondence on this product always refer to the above EFA registration numh_ez

On the basis of 'iﬁ_fo:matioo furnishad by the regi’st:ant,. the a:bo‘;'f:. naméd pesi:;icidé is l.lé.r;eby
. registarad/reregistered upder the Foderal lnsechticide, Fungicide and -Rodantit:.‘.dg At .

Begistration is in no way to be construsd as so endorsement or recommendarion of this preduct by the Bgeney.
in order to protect bealth and the environment, the Administrator, o0 -his motion, may-at any time suspmad or
cancel the registration of a pesticifie in accordance with the Act. The accwptance of auy name in connection
with the regj.gt_\:ad.on nf a product onder this Act is not to be constraed as giving-the registrant = right to

sxclusive use of the mme or to its use if it bas been covered by others.

This product is conditionally registered in accordance with
FIFRA sec. 3{c} {7} (A) provided that you:

1. Submit and/or cite all data required for registration/
reregistration of your product when the Agency reguires all
registrants of similar products to submit data; and submit
acceptable responses required for reregistration of yvour product
under FIFRA section 4.

2. Tie efficacy data submitted do not adequately support kill
and repellent claims against biting flies, mosguitoes and ticks.
Therefore within one year from the date of registration please
submit data that meet the standards set forth in the OPPTS Product
Performance Guidelines 810.3200 for horse wipe-ons. Data must be
submitted for flies that are commonly nuisance pests of horses,
including black flles, mosguitoes (at least 2 spec1es}, a muscid,

and a tabanid.

the product for shlpmant

a. Add the phase "EPA Registration No.2517-84 .7

3. Make the labeling changes llsted below before you release’

Signature of. Approving Offieial: Dater

PA Form 83705
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‘be submitted or cited for the inclusion of these pests.

prage 2
EPA Reg. No, 2517-84

b. Based on the limited efficacy data submitted only the
following label claims are supported on a conditional basis:
"Repels ([flies](biting flies) {nuisance £flies]{house flies} [horn
flies] [face fliesiIstable flies}|[deer flies][black flies] {gnats]

and [mosquitoes}.”

c. The following claims are not supported and must be deleted

from the label: 1} All claims against ticks. Supporting data must
2) All

"kills®™ claims. Data must be submitted or cited which demonstrazte

that the product indeed kills the associated pest{s). 3]B11

residual efficacy claims. Data must be submitted or cited which
demonstrate that the product provides lasting protection for these
claims to be included .on the label. 5}The statemenfs: "One
[Dose] [Treatment] Lasts up to.." and "Three (3] Weeéks Supply*, or,
[Six[6] Weeks.." The duration of prodict efficacy upon which these
claims are based has not been supported. 7) The claim "Waterproof!"
This claim must be supported by the submission or citation of wash-
fast data. 7) All comparative claims, including:”Quick Action &
Iongest Acting”.; "Protects against biting insects 50%
Longer..", "Protects against biting insects on horses 50% Longer..”
and "Works 50% longer..". See CFR 40 Section 156.10{a) {(5)False or

misleading statements.

d. Claims against mosguitces that may transmit West Nile
Disease or other diseases must meelt specific dasta requirements.
The submitted data does not Tulfill this redquirement therefore
these claims must be delefed from the label. You may contact the
Agency for the best approach to adding statsments agalnsL vectors
when an associated disease is specified.

e. The proposed label should contain a Note to Physician. The
following statements are suggested twvpes of information that may be
included, if applicable:- technical information on symptomatology;-
use of supportive treatments te maintain life functions;- medicine
that will counteract the specific physiclogical effects of the

.pesticide;- company telephone number to specific medical personnel

who can provide specialized medical advice.

f. Move the statements beginning, “Do not apply this product
to foals ..... etc., and ending, “If signs continue consult a
veterinarian immediately”., to the Directions for Use section of

the labeling.

g. Revise the precautionary statement to read, ™ Wash:
thoroughly with scap and water after handling and before eating,

- drinking, chewing gum oxr using tobacco.”
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Page 3
EPA Reg No. 2517-84

ACUTE TOXICITY REVIEW FPROFILE

STUDY MRID CATEGORY  CLASSIFICATION
Acute Oral - 46166103  ITI Acceptable
Acute Dermal 46166104 I1T Acceptable
Acute Inhalation : v - Waived
461661056 11T Acceprable

Bye Irritation _
Dermal Irritation 26166106 Iv - uﬁcceptable

Dermal Sensitization 46166107 No Acceptable

A copy of the precautionary labelimg and efficacy reviews are
enclosed for your informatdion.

3. Submit twe {2) copies of your final prlnted labellng
before you release the product for shipment. ‘

Iif these congditions .are not complied with, the registration -

.will be subject to cancellation in accordance with FIFRA section
6(e}. Your release for shipment -of the DIOdUCt constitutes

acceptance of these cofidi tions.

A stamped copy of the label is emclosed for your redords.':

Enclosure
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ACCEPTED
A Lottt Dated:
[MASTER CARTON/PACKAGE LABEL - FRONT PANEL] In Eﬁ; 1";‘;:2@;5

Ser geant’s ?;;Ei:.m Fedoft toctcde
Equine Squeeze-On "’“’"’“"““""‘“‘*@”&-ﬁ%
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Biting Fly and Mosquito Protection™ -

epnd

voov

[>- Kills [and] [&] Repels Horn Flies, Face Flies, Stable Flies, Horse Flies, Deer §
Flies, Black Flies, House Flies, Gnats [and][ &] Mosquitoes forupto  °° ~
[3 Weeks][2] Days]].

[> Kills [and}{&} Repels Biting [and][&][Nuisance] Flies for up to [3 Weeks][21
Daysj].

[> Kills [and][&] Repels Mosquitoes for up to [3 Weeks][21 Days]].

[> Kills [and][&] Repels [Nuisance] Mosquitoes [and][ &]Biting Flies for up to [3
Weeks][21 Days]]. '

[> Kills [and][&] Repels Ticks on Horses]. '
[> Effectively Kills [and] [&] Repels Horn Flies, Face Flies, Stable Flies, Horse Fhes

Deer Flies, Black Flies, House Fliss, Gnats [and][&] Mosquitoes for up to
[3 Weeks][21 Days]].

[ Effectively Kills [and][&} Repels B11:mg [and][&][Nuisance] Flies for up to [3
Weeks}[2]1 Days]].

[> Effectively Kills [and][&] Repels Mosquitoes for up to [3 Weeks][21 Days]].

[> Effectively Kills [and][&] Repels [Nuisance] Mosquitoes [and] 1{&]Biting Flies for up
to [3 Weeks][21 Daysj].

[> Effectively Kills [and]{&] Repels Ticks on Horses]. -
[>- Protects Horses from Hom Flies, Face Flies, Stable Flies, Horse Flies, Deer Flies,

Black Flies, House Flies, Gnats [and][&] Mosquitoes for up to [3 Weeks][21
Days]].

[> Protects Horses from [Nuisance][and][&] Biting Flies for up 0 [3 Weeks][21 Days]].

[> Protects Horses from Mosquitoes for up to [3 Weeks][21 Days].

[> Protects Horses from. Ticks)

[> Protects Horses from [Nuisance] Mosquitoes [and][&] Biting Flies for up to [
Weeks][21 Days]].

[>- One [Dose] [Treatment] Lasts up to [3 Weeks][21 Days]].

[> Three [3] Weeks Supply]*or, [Six [6] Weeks Supply]* or, [Nine [9] Weeks SupplyJ*,

"""" " or, [12 Weeks Supply]*, or [Three [3] Months Supply]*

[> Waterproof[!]]

[> Prevents Mosquitoes that Transmit West Nile Virus from Feeding on Horses for up to
[3 Wesks][2] Days]].

[> Kills Mosquitoes, The Vector of West Nile Virus for up to [3 Weclcs][Zl Days]].

[> Quick Action & Longest Acting].
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MASTER CARTON/PACKAGE LABEL - FRONT PANEL CONT’D]

[> Protects Against Biting Insects 50% Longer than Permethrin Squeeze-On’s for

Horses),

[> Protects Against Biting Insects on Horses 50% Longer than Permethrin Squeeze-On
Products].

[> Works 50% Longer].

[> Works 50% Longer than Permethrin Squeeze-On Products].

(> Ready To Use].

[> Ready To Use - No Dilution Required].

[LABELING NOTES:
1} Product iabel may contain graphics (illustrations} deplctmg the product’s use on

horses, e.g., applying or streaking of product on horses as outlined under the

“Directions For Use™ Section of the product label.
2) Text or images in | ] on this label denotes optional statements and/or images that

may appear on front, back, sides, top or bottom of carton/applicator outer

packaging and/or applicator labeling.
3) Due to the limited size of the carton/applicator onter packaging, the “Ingredlent

Statement” may need to be placed on the back carton/applicator outer packaging in
order for it to appear “Prominently”.

*The weeks or months supply time indicated on the Iabe} will correspond fo the

namber of application tubes containcd the carton/packaging. Each applicalor tube

is equal to a 3-week supply. For example, a carton containing 4 x 9 cc applicator
tubes may carry a statement for “3-Months” or “12-Weeks” Supply.

ACTIVE INGREDIENT: . /
Cyphenothrin (CAS# 30515-40-7} coveveorvnviereenisnrrsenens 40.0%

OTHER INGREDIENTS: ... rmrrvsrereen i rmmeencr e 60.0%
TOTAL: ooovetrereioreervssce et isesnsssesneee s eresrms saeanirssanens 100.0%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See [Back][or}[Side] Label Panel[s] for Additonal Precautionary Statements

NET CONTENTS: 1 x 9 cc applicator, or
2 x 9 cc applicators, or

3 ¥ 9 cc applicators, or-
4 x 9 cc applicators, or

5 x 9 cc applicators, or

6 x 9 cc applicators, or

8 x 9 cc applicators

Page 2
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[MASTER CARTON/PACKAGE LABEL - BACK/SIDE PANELS]

@FOR USE ON HORSES ONLY
eDO NOT USE ON FOALS LESS THAN THREE (3) MONTHS OF AGE
©DO NOT APPLY THIS PRODUCT TO HORSES INYENDED
FOR SLAUGHTER OR HUMAN CONSUMPTION

- READ THE ENTIRE LABEL BEFORE EACH USE.

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS AND DOMESTIC ANIMALS
CAUTION: Harmful is.swallowed or absorbed through skin, Causes moderate eye irritation.
Avoid contact with skin, eves or clothing. Wash thoroughly with soap and water after handling,
FOR BEXTERNAL USE ON HORSES ONLY. Do not apply this product to foals less than three
(3) months of 2age. Consult a veterinarian before using this product on debilitated, aged,
medicated, pregnant, or nursing horses. Do Not apply this product to animals other than horses.
Seasitivities may occur after using ANY pesticide product on horses. If signs of sensitivity
occur bathe your horse with mild soap and rinse with large amounts of water. If sigas continus,
consnit a veterinarian immediately.

FIRST AID
Ifin eyes: s Hold eve open and rinse slowly and genily with water for. 15-20 minutes.
+ Remove contact lenses, if present, after the first 5 minutes, then continue

rinsing eye.
« Call a poison control center or doctor for treatment advice.

If swallowed: | * Call a poison control center or doctor immediately for treatment advice.
» Have a person sip a glass of water if able to swallow. -
* Do not induce vomiting unless told to do so by the poison control center or

doctor.
» Do not give anything by mouth to an unconscious person.

| If o skin » Take of contaminated clothing.
or clothing @ Riuse skin immediately with plenty of water for 15 to 20 minutes.
* Call apoiscm control center or doctor for treatment advice.

HOTLINE NUMBER
Have the product container or label with you when calling a poison control center or doctor, or
| going for treatment. You may also contact 1-800- 224—PBTS or 1-800-222-1222 for SImergency

medical treatment information.

NOTE TO PHYSICIAN OR VETERINARIAN
This product contains the synthetic pyrethroid, Cyphenothrin. Treat patient symptomatically.

Page3

182



[MASTER CARTON/PACKAGE LABEL - BACK/SIDE PANELS CONT’D]

ENVIRONMENTAL HAZARDS
This product is highly toxic to fish and other aquatic organisms. Do not apply directly to water.
Do not contaminate water when disposing of the applicator device.

DIRECTIONS FOR USE
Tt is a violation of Federal law to use this product in a manner inconsistent with its labe]mg

Read the entire label before each use.

Do Not apply this product to horses intended for slanghter or human consumption. Do Not apply
this product to foals less than three (3) months of age.

How to Apply: This product is packaged in ready to use applicator tubes and does not require
dilution. Hold the applicator tube with the top end pointing up and away from face and body.
Snap off or remove the applicator tube tip with 501ssors Invert the applicator tube and squeeze
to apply product onto the horse. Follow' thc ¢” guide marks on the applicator tube and apply as.

follows:

Apply 2 cc on the poll taking care to keep away from the eyes and mucous membranes.
Apply as a “‘streak™, 0.5cc on each side of withers (1cc total)

Apply as a “streak”, lcc on each side of hindgquarters {2cc total) _

Applyas a “sﬁcak” lcc on front of each front leg below the knee (2 cc iotal)

Apply as a “streak”, Icc on the back of each hind leg bﬂlow gach hock on the gaskin

muscle (20:: total)

U 00 1

[ILLUSTRATION SHOWING HORSE & APPLICATION SITES]

Reapply every 3 weeks (21 Days) only as needed to maisitain pest control.

STORAGE & DISPOSAL v
Do niot contaminate water, food or feed by storage or disposal.
Storage: Store in a cool, dry area preferably locked and away from children and pets. Dc
not allow product to freeze by storing at temperatures below 32°F (0°C). Do not storem a
manner that will adversely effect the applicator tube(s) or outer packaging.
Pesticide Disposal: Wastes resulting from the use of this product may be disposed of on site
or at an approved waste disposal facility.
Container Disposal: Offer for recycling or puncture and dispose of in a sanitary landfill, or
incineration, or, if allowed by state and local authorities, by burning. If burned, stay out of
smoke. You may also contact your local solid waste agency or 1-800-CLEANUP for

disposal instructions.

Page 4
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MASTER CARTON/PACKAGE LABEL - BACK/SIDE PANELS CONT’D}

[WARRANTY
Sergeant’s Pet Care Products, Inc. (hereinafier “Sergeant’s”), warrants that his product conforms
to the chemical description on the label. Sergeant’s neither makes nor authorizes any agent or
representative to make, any other warranty of fitness of merchantability, guarantee or
representation, express or implied, concerning this matter. Sergeant’s maximum Hability for
breach of this warranty shall not exceed the purchase price of the product. Buyer and user
acknowledge and assume &l risks and liabilities resulting from the handling storage and use of
this matetial which extend beyond the use of the product under normal condmons in accord with

statements made on this label.]

[Sergeant’s is committed to prowdmg high quality products. If you have questions or comments
about this produot, please write: Sergeant’s Consumer Response; P.O. Box 540399, Omdha NE

68154-0399.]

[In Case of Emergency, call 1-800-224-PETS.]

Made in the USA. For:
Sergeant’s Pet Care Products, Inc,

Omaha, NE 68130-1703
WWW,Ssergeants.com .

[BAR CODE AREA]

EPA Reg. No. 2517 -XX
EPA Est. No. XX&XX -XX - XXX

Pages
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[MASTER LABEL - TUBE/APPLICATOR LABEL]

LABEL PANELS -

Sergeant’s Bquine Sqiz_ecze—On; Active Ingredients: Cyphenothrin 40.0%; Other Ingredients:
60.0%; Net Contents: 9 cc.

[READ DIRECTIONS/PRECAUTIONS BEFORE USING.
|CAUTION: KEEP QUT OF REACH OF CHILDREN
|EPA REG. NO, 2517-XX

Revised: 03/24/2004
S:\Main/Sergeant's Pet Products\Labels\Sergeant’s Equine Squeeze-On Cyphen, Label.wpd

Page 6

185



Enclosure 4

Revised Proposed Label for Sergeant’s Equine Squeeze-On
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Sergeant’s
Equine Squeeze-On

Biting Fly and Mosquito Protection

¥ Kills and Repels Hom Flies, Face Flies, Stable Flies, Horse Flies, Deer Flies, Black Flies, House Flies,
Gnats, and Mosquitoes for up to two weeks {14 days)

> Biting Fly Protection

»  One Dose lasts up to two weeks (14 days)

¥ Riil and Repels Biting and Nuisance Flies for up to 2 Weeks (14 days})

#  Kill Mosquitoes, The Vector of West Nile Virus for up to 2 Weeks (14 Days)

¥ Kitls and Repels Mosquitoes for up to 2 weeks

»  Protects horses from homn flies, face flies, stable flies, horse flies, deer flies, black flies, bouse flies,
gnats and mosquitoes for up to 2 weeks (14 days)

¥ Protects horses from mosquitoes for up to 2 weeks (14 days})

{Labeling Notes:

1. Product label may contain graphics (illustrations} depicting the product’s use on horses, e.g.,
applying or streaking of product on horses as outlined under the "Directions for Use™ section of
the label.

2. Textor images in {] on this label denotes optional statements and/or images that may appear on
fromt, back, sides, top or bottom of carton/applicator outer packaging and/or applicator labeling,

3. Due to the limited size of the carton/applicator outer packaging, the “Ingredient Statement” may
need to be placed on the back carton/applicator outer packaging in order for it to appear
*Prominently”.

4. The weeks or months supply time indicated on the label will correspond to the rumber of
applicatioo tubes contained in the carton/packaging. Each applicator tube is equal to a 2-week
supply. For example, 2 catton containing 4 x ¢ ¢c¢ applicator tubes may carry a statement for *2-
Months” or “8-Weeks” supply.]

FOR USE ON HORSES ONLY
DO NOT USE ON FOALS LESS THAN THREE {3] MONTHS OF AGE
DO NOT APPLY THIS PRODUCT TO HORSES INTENDED
FOR SLAUGHTER OR HUMAN CONSUMPTION
ACTIVE INGREDIENT
Cyphenothrin (CAS#39515-40-T} .c.oovererirrvisiriaens 40.00%
OTHER INGREDIENTS .....coceimiirasersmreristssnans 60.00%
TOTAL 160.00%
KEEP OUT OF REACH OF CHILDREN
CAUTION
SEE [BACK] {SIDE} PANEL FOR PRECAUTIONARY STATEMENTS
READ THE ENTIRE LABEL BEFORE EACH USE
Sergeant’s Pet Care Products
2637 South 158" Plaza, Suite 100
Omaha, NE 68130-1703
EPA Reglstration No. 2517.84 EPA Establishment No,

NET CONTENTS: 1 x % cc applicators for]
NET CONTENTS: 2 x 9 cc applicators {or]
NET COMNTENTS: 3 x ¢ cc applicators [or]
NET CONTENTS: 4 x 9 ¢ applicators for}
NET CONTENTS: 5 x 9 c¢ applicators [or]
NET CONTENTS: 6 x ¢ cc applicators {or]
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NET CONTENTS: 8 x 9 cc applicators {or]
NET CONTENTS: 9 x 3 cc Applicators {or]
NET CONTENTS: § x 4.5 cc Applicators

[Back/Side Panel(s))

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMAN AND DOMESTIC ANIMALS

CAUTION

Harmful if swallowed or absorbed through skin. Causes moderate eye irritation. Avoid contact with skin,
eyes or clothing, Wash thoroughly with soap and water after handling and before eating, drinking, chewing

gum or using tobacco. For external use on horses only.

FIRST AID

IF IN EYES: Hold eye open and rinse slowly and gently with water for 15 to 20 minutes.
Remove contact lenses, if present, after first 5 minutes, then cootinue rinsing
eves, Contact 2 poison control center for treatment advice. ]
IF SWALLOWED: Call a poison control center or doctor immediately for treatmeot advice. Have
person sip a glass of water if able to swallow. Do not induce vomiting uniess
told to do so by a poison control center or doctor. Do oot give anythiog by

mouth to an nunconscious person.

IF ON SKIN OR Take off contaminated clothing. Rinse skin immediately with plenty of water
CLOTHING: for 15 to 20 minutes. Call 2 poison control center or doctor for freatment
advice.

HOT LINE NUMBER: Have the product container or labsl with you when calling a poison control center
or doctor, or going for treatment. You may also contact 1-800-224-PETS or 1-800-222-1222 for emergeocy

medical treatment.
NOTE TO PHYSCIAN or VETERINARIAN: This product contains the synthetic pyrethroid,
Cyphenothrin. Treat patient symptomatically. J

ENVIRONMENTAL HAZARDS
This product is highly toxic to fish and other aquatic organisms. Do not apply directly to water. Do not
cootammate water when disposing of the applicator device.

WARRANTY
Sergeant’s Pet Care Products, Inc. (hereinafter “Sergeant’s™), warrants that this product conforms to the
chemical description on the label. Sergeant’s neither makes oor authorizes any agent or representative to
mazke, any other warmanty of fitness of merchantability, guarantee or representation, express or imgplies,
concerning this mater. Sergeant’s maximum liability for breach of this warranty shall not exceed purchase
price of this product. Buyer and user acknowledge and assume all risks and liabilities resulting from the
handling, storage and use of this material, which extend beyond the use of the product under normal
conditions iz accord with statemeots made on this label.

STORAGE AND DISPOSAL

Do oot contaminate water, food or feed by storage or disposal,

Pesticlde Storage: Store in a cool, dry area preferably locked and away from children and pets. Do not
allow product to fieeze by storing at terperatures below 32° F (0° C). Do not store in a manner that will
adversely effect the applicator tube(s) or outer packaging.

Pesticide Disposal: Wastes resulting from the use of this product may be disposed of oo site or at an
approved waste disposal facility.

Container Disposal: Offer for recycling or puncture and dispose of in a sanitary Jandfill, or incineration,
or, ifallowed by state and local authorities, by buming,. If burned, stay out of smoke. You may also cootact
your local solid waste agency or 1-800-CLEANUP for disposz| instzuctions.
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DIRECTIONS FOR USE

1t is a violation of Federal law to use this product in a manner inconsistent with its labeling. Read the entire
label before each use.

Do not apply this preduct to foals less than three (3) months of age. Consult a veterinarian before using this
product on debilitated, aged, medicated, pregnant, or nursing horses. Do not apply this product to animals
other than horses, Sepsitivities may occur after using any pesticide product on horses. If signs of sensitivity
occur bathe your horse with mild soap and rinse with large amounts of water. If signs continue, consult a
veterinarian immediately. Do not apply this product to horses intended for slaughter or human

consumption.

How to Apply: This product is package in ready to use applicator tubes and does not require dilution. Hold
the applicator tube with the top end pointing up and away from face and body. Snap off or remove the
applicator tube fip with scissors, knvert the applicator tube and squeeze to apply preduct onto the horse.
Follow the “c¢” guide marks on the applicator ibe and apply as follows:

Apply 2 cc on the poll faking care to keep away from the eyes and mucous membranes
Streak 0.5 ¢c on each side of withers (Ice total)

Streak I cc on each side of hindquarters (2cc total)

Streak 1 cc on front of each front leg below knee (2 cc total)

Streak 1 cc on-the back of eack hind leg below each hock on the gaskin muscle (2cc

total).

o e

[Three {3cc tubes per application)

Tube 1: Poll and withers

Tube 2: Hind quarters and one frontleg
Tube 3: Second froat leg and both rear legs)

[Two (4.5 cc tubes per application)

Tube 1: Poll, kindguarters and one side of withers

Tube 2: Front Legs, Back Legs and other side of withers]
[INSERT PICTURE WHICH SHOWS APPLICATION SITES]
Reapply svery 2 weeks {14 days) only as needed to maintain pest control.

[Sergeant’s is committed te providing high quelity products. If you have questions or commenis about this
product, please write: Sergeant’s Consumer Response, P.O. Box 540399, Omaka, NE 68154-0399 ]

Made in the USA for:
Sergeant’s Pet Care Products, Inc.
Omaha, NE 68}30-1703

Www.seryeants com
[In case of emergency, call 1-800-224.PETS]

[Bar code area] -
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[Tube/Applicator Label]

[Label Panels)
Sergeant’s Equine Squeeze-On: Active Ingredient: Cyphenothrin 40.0%, Other Ingredients: 60.0%,
Net Contents: X ce.

Read directions/precautions before using.
CAUTION: KEEP OUT OF REACH OF CHILDREN

EPA Reg. No. 2517-84
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.0““:,;"% UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

£ 5
N7 WASHINGTON, D.C. 20460
% x>
M eSS
PROTE
OFFICE OF
PREVENTION. PESTICIDES
AND TOXIC SUBSTANCES

September 26, 2006

MEMORANDUM

SUBJECT:  Cyphenothrin: Revisions for “Occupational and Residential Exposure
Assessment for Proposed Section 3 Registration of Cyphenothrin on
Domestic Pets (3/20/2006, D317077)’; DP Barcode: 319222, PC Code:

120013

FROM: Wade Britton, MPH, Risk Assessor/ Tndusteid
Reregistration Branch 3 /j
Health Effects Division {7509P) '

THROUGH: Christina Swartz, Branch Chief S
Registration Branch 2
Health Effects Division {7509P)

TO: George LaRocca and Linda DeLuise
insecticides Branch
Registration Division (RD) (7505P)

This document serves as a revision to the previous document, “Occupational and
Residential Exposure Assessment for Proposed Section 3 Registration of Cyphenothrin
on Domestic Pets (3/20/2006, D317077).” The purpose of this update is to adjust the
March risk assessment to reflect changes resulting from a residential handler default
assumption correction and a decision to disregard the concept of 2 31-day average residue
level for toddler exposure to companion animals. These factors were used in the previous
risk assessment to estimate toddler residential risk estimates for postapplication exposure

to cyphenothrin.

One of the default assumptions used in the previous risk assessment {D317077) for the
estimation of cyphenothrin residential postapplication exposure/ risk was incorrectly
identified. In the previous risk assessment, toddler short-term hand-to-mouth exposures
were estimated based upon a frequency of 20 events/ hour for 2 hours/ day. While this
default factor is accurate for estimating toddler oral exposure from hand-to-mouth

Page 1 of2
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activity on treated indoor hard surfaces and carpet, the correct default assumption for
toddler exposure from hand-to-mouth activity to treated companion animals should be
based upon a frequency of 1 event/ hour for 2 hours/ day. When applied to the algorithm
used to estimate toddler risk for this scenario, the margin of exposure (MOE) is aitered.
As was performed in the risk assessment, the resulting MOEs were combined (dermal +
oral) to estimate the body burden expected from exposure to multiple routes of exposure
for the scenarios. The combined MOE in the risk assessment for toddler exposure from
dermal (hug) and hand-to-mouth activities to treated companion animals was estimated to
be 36. The combined MOE, when corrected for default assumption, results in a
combined MOE of 70. Since the recalculated combined MOE for the scenario is less
than 100, as was the case in the risk assessment, toddler exposure from dermal (hug) and
hand-to-mouth activities to treated companion animals continues to be of concem to
HED. The defanlt factors used for the residential postapplication assessment are taken
from the HED Exposure Science Advisory Committee SOPs including the following
interim changes: SOPI2: Recommended Revisions to the Standard Operating
Procedures (SOPs) for Residential Exposure Assessments (2/22/2001) and SOP13:
Postapplication Exposure Assessment For Children From Pet Treatments (1/2002).

In the previous risk assessment, a 31-day average residue level concept was presented to
better characterize the risk estimated for toddlers from hand-to-mouth activity to a
cyphenothrin-treated dog. The cyphenothrin risk assessment team revisited the use of the
31-day average residue level estimate for toddler hand-to-mouth activity to a treated dog
in the risk assessment. Ultimately, it was decided that this estimate was not appropriate
based upon the timing of effects seen in the 90-day sub-chronic dog study (MRID
42717503), from which the endpoint and dose were selected. The first effects (emesis)
were seen in the study on Day 0 for females and on Day 1 for males. Since effects were
seen so early in the study, the most protective risk estimate is the combined MOE
estimated for Day 0 and, therefore, the 31-day average should be disregarded. The 31-
day average residue level was not reassessed for any changes due to correction for the

default assumption.

Conclusion

The combined MOE estimated for toddler exposure from dermal activity (hug) and hand-
to-mouth activities to treated companion animals, when corrected for default assumption,
results in a value of 70. Since the recalculated combined MOE for the scenario is less
than 100, it is of concem to HED,

Page 2 of 2
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DRSOV

-\’““2"”& UNITED STATES ENVIRONMENTAL PROTECTION AGENCY )

E
%% WASHINGTON, D.C. 20460

’p):‘[{ PROTE
OFFICE OF
PREVENTION, FESTICIDES

AND TOXIC SUBSTANCES

September 21, 2006

MEMORANDUM

SUBJECT:  Cyphenothrin: Review of Sergeant’s Pet Products, Inc. Draft Protocol,
“Dislodgeability of Gokilaht from the Haircoat of Dogs Treated with a
Spot-On Formulation;” DP Barcode: 330741, PC Code: 129013

FROM: Wade Britton, MPH, Risk Assessor/ Industrial Hygemst

Reregistration Branch 3 i
Health Effects Division (7509P)

THROUGH: Christina Swartz, Branch Chief -
Registration Branch 2 M

Health Effects Division (7509P)

TO: George LaRocca and Linda Deluise
Insecticides Branch
Registration Division (RD) (7505P)

This document serves as a response to Sergeant’s Pet Care Products, Inc. request that the
draft protocol titled, “Dislodgeability of Gokilaht from the Haircoat of Dogs Treated with
a Spot-On Formulation,” submitted as a part of, “Information to Upgrade MRID
46082302, MIRD 45869402, and MRID 45869401 (MRID) 46874501); Appendix V,
Specific Information to Address MRID 45869402, be reviewed by the Health Effects
Division {HED). Upon review, the submitted draft protocol required some changes
which are addressed in this memorandum. These changes are presented as a revised draft
protocol, with a description of determined changes preceding, for use by Sergeant’s Pet

Care Products, Inc. to move forward with plans to fulfill HED’s request for a dog spot-on

study.
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Changes Made for Part A. General

Upon consideration of the submitted draft pet spot-on study, “Dislodgeability of Gokilaht
from the Haircoat of Dogs Treated with a Spot-On Formulation,” HED determined

several changes which were deemed necessary for the protocol. Major changes, as
reflected in Part A. General, are the addition of a pilot study to precede the experimental
study and the division of the experimental study into two separate portions (pet hug and -

hand-to-mouth exposure scenarios).

As detailed in the revised protocol (A. General, # 8. Experimental Summary), a pilot
study (changed to A. General, # §. Pilot Study Summary) was determined necessary to
decide upon the loading capacity of the sampling media as it pertains to the number
(replicates) of petting simulations required for each time interval tested. This will reduce
the number of replicates required for each time interval, while producing results
representative of exposure to residues on the pet for the pet hug exposure scenario. The
study director will determine at what number of simulations that loading occurs and the
increase of replicate number becomes moot.

The pilot study (for use with the pet hug portion of the study only) will be conducted in
the following manner. 5 beagle dogs will be treated with Gokilaht between the shoulder
blades on Day 0. Each treated dog will then be sampled using a different number of
petting simulations at 24 hours post-application (HED has considered how each petting
simulation will be performed, this is addressed in Changes to Parts B and C). The
number of petting simulations (replicates) for each treated dog will be performed for
either 1 simulation, 5 simulations, 10 simulations, 15 simulations, and 20 simulations
(i.e., Dog#1 will have 1 simulations performed, Dog #2 will have 5 simulations

performed, etc.). 2 pre-washed cotton gloves will be worn over a S-mil Nitrile glove. All”

gloves will be analyzed separately and combined for each simulation to determine the
appropriate number of replicates for the experimental study. Samples will be stored and
shipped in glass containers. In addition, the study director will determine if breakthrough
18 occurring to the Nitrile glove. The Nitrile glove will only be required to be analyzed in
the experimental study if breakthrough is occurring; however, whether occurring or not, it
is necessary for test participants to continue to wear the Nitrile glove under the cotton

layers.

HED is requiring some changes to the experimental study, as well as the addition of the
pilot study, as addressed in Part A. General, 8. Experimental Summary. Tt was
determined that the experimental study will be divided into two portions to better analyze
the exposures representative of the pet hug and the hand-to-mouth scenarios. In addition,
HED determined that the sampling of multiple time periods would be beneficial for
analysis of Gokilaht activity on the treated pet for the pet hug portion of the experimental
study. The updated sampling time periods are as follows: priorto application, 1, 6, and
24 hours after dosing, and on Days 2, 4, 7, 14, and 28 after dosing. The pet hug
experimental study will be performed using the number of simulations (replicates) which
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were determined appropriate from the pilot study for the updated sampling time periods.
Sampling may be discontinued if and when 2 non-detect samples are identified from the
resuits of glove analysis. All other variables of the test systemn will remain the same.

The hand-to-mouth portion of the experimental study will be conducted as follows. HED
determined that a 1 simulation set repeated for 10 dogs, prior to and 24 hours after
application, will be acceptable for representation of this exposure scenario. The 10 dogs
required for this sample set will be a separate group from those used in the pilot study, or
the other portion of the experimental study. All other variables of the test system will
remain the same.

Changes to Parts B. and C.

Most of the changes in Parts B. Experimental Design and C. Analysis of Sergeant’s Pet
Care, Inc. draft protocol are reflective of the alterations deemed necessary by HED and

explained previously in Part. A. General. The following changes will be found in HED’s

reviewed protocol {only the sections that have changed are outlined below):
B. Experimental Design

1. Test System — Gloves

The draft protocol recommended cotton gloves only. HED recommends two pairs
of cotton gloves with a 5 mil Nitrile glove underneath be wom for all study

replicates.
2. Test System — Animals
d. Quantity
The draft protocol recommends the use of 10 beagle dogs for the proposed

study. After review, HED recommends the use of 25 beagle dogs total for
the entire study. This total includes 5 dogs for the pilot study, 10 dogs for

the pet hug portion of the experimental study, and 10 dogs for the hand-to-

mouth portion of the experimental study:.

6. Post-Treatment Test Sampling

Changes recommended by HED for this section have been described in
detail under Changes Made for Part A. General, # 9. Experimental Study
{below). A description of how the petting simulation will be performed is
included in HEDY’s revised protocol. The petting simulation will be
performed in the same manner for all parts (pilot, and experimental (pet
hug, hand-to-mouth) studies) of the protocol. The description, as written
in the revised protocol, is as follows:
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The petting simulation or stroke will be performed in a manner which has
been determined to mimic normal petting actions as well as actions that
may occur during a child hugging the dog. Each stroke action will involve_
petting in a back-and-forth motion (2 pre-washed cotton gloves over 5 mil
Nitrile glove) with splayed hands. The initial motion will be the back
stroke, against the grain of the fur. This will be immediately followed by
a forward motion, with the grain of the fur. These motions will be
repeated starting with both sides (along the ribcage) of the dog, followed
by the same motion along the back (dorsally). The two sides and back, in
this order, with back-and-forth motion, will account for one stroke. This
sequence of motions will be required for the pilot test and the
experimental studies.

C.  Analysis
2. Method of Analysis
The draft protocol describes cotton and latex glove collection for analysis. HED’s

revised protocol is changed to reflect analysis for two pairs of pre-washed cotton
gloves and the 5 mil Nitrile glove (if breakthrough is determined from the pilot

study).

Draft Protocol as Revised by HED for the Proposed Pet Spot-on Studyv

A. General

1. Study Title: Dislodgeability of Gokilaht from the Haircoat of Dogs Treated
with a Spot-on Formulation

2. Purpose:  To measure the dislodgeability of the test article from
the haircoats of dogs treated with a spot-on formulation

containing Gokilaht

3. Regulatory
Compliance: This study will be conducted in compliance with US EPA

Good Laboratory Practice Standards 40 CFR 160.

All procedures must be in compliance with Animal Welfare Act
Regulations. All methods can be found in STILLMEADOW, Inc.-
Standard Operating Procedures (SOPs).
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4. Quality

Assurance: The Quality Assurance Unit (QAU) will review the protocol. The

study information will be entered into the Master Schedule. The
study will be inspected at least once during its progress. Further
inspections may be scheduled as needed to ensure the integrity of
the study. Any deviations from SOPs, the Protocol, or Good
Laboratory Practice Standards will be immediately reported to the
Study Director and Management. The report will be audited, and a
statement prepared and signed which shall specify the dates
inspections were made and findings reported to Management and
the Study Director.

5. Test
Article:  Gokilaht. Test article identification will include the name, batch
number, and purity. The Sponsor will also provide
information regarding safety, stability, storage conditions, and
disposal. The Sponsor agsumes responsibility for purity,
stability, identity, synthesis methods and location of
documentation.
6. Proposed
Schedule: Proposed start date: XX XXX 06
Proposed end date: XX XXX 06
7. Study
Director: Mel Kaminsky
8. Pilot Study

Summary: The experimental study (pet hug) will be preceded by a pilot study.

The pilot study has been determined necessary in order to decide
upon the loading capacity of the sampling media as it pertains to
the number (replicates) of petting simulations required for each
time interval tested. This should reduce the number of replicates
required for each time interval, while producing results
representative of exposure to residues on the pet. It will be the
duty of the study director to determine what number of petting
simulations is necessary to load the sampling media, or at which
point increasing the number of replicates becomes moot.

To determine the appropriate number of replicates, 5 beagle dogs
will be treated topically with Gokilaht between the shoulders on
Day 0. Each treated dog will then be sampled using a different
number of petting simulations (replicates) at 24 hours post-
application. The number of petting simulations (replicates) for
each treated dog will be performed for either 1 simulation, 5
simulations, 10 simulations, 15 simulations, and 20 simulations
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(i.e., Dog #1 will have 1 simulations performed, Dog #2 will have
5 simulations performed, etc.). 2 pre-washed cotton gloves will be
worn over a 5-mil Nitrile glove. All gloves will be analyzed '
separately and combined for each simulation to determine the
appropriate number of replicates for the experimental study.
Samples will be stored and shipped in glass containers. The study
director will determine if breakthrough is occurring to the Nitrile
glove. The Nitrile glove will only be required to be analyzed in the
experimental study if breakthrough is occurring; however, whether
occurring or not, it is necessary for test participants to continue to
wear the Nitrile glove under the 2 cotton layers.

9., Experimental

Study

Summary: The experimental study will consist of two separate portions, pet
hug and hand-to-mouth. The pet hug experimental study will be
performed using the number of simulations (replicates) which were
determined appropriate from the pilot study. Using this number of
simulations, 10 beagle dogs will be treated topicaily between the
shoulder blades on Day 0. The dogs’ coats will be stroked for the
number of replicates determined by the pilot study for the
following time periods: prior to application, 1, 6, and 24 hours
after dosing, and on Days 2, 4, 7, 14, and 28 after dosing, A
separate glove will be used for each sampling event. Sampling
may be discontinued if and when 2 non-detect samples are
identified from the results of all glove samples for a given time
period (cotton and Nitrile (if determined necessary)) analysis. All
gloves will be analyzed using the method developed by the facility.

The hand-to-mouth portion of the experimental study will be

~ conducted as follows. A set of 1 petting simulation replicates will
be repeated for 10 dogs, prior to and 24 hours afier application,
The 10 dogs required for this sample set will be a separate group
from those used in the pilot study, or the other portion of the
experimental study. Like the pet hug portion of the experimental
study, a separate glove will be used for each sampling event.
Sampling may be discontinued if and when 2 non-detect samples
are identified from the results of all glove samples for a given time
period (cotton and Nitrile (if determined necessary)) analysis. All
gloves will be analyzed using the method developed by the facility.

10. Protocol

Amendments: Any change or alteration in the protocol must be
justified and approved by the Study Director and
recorded in writing.
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11. Sponsor

Audits:

The Sponsor may send an authorized representative to inspect

the test system and/ or data on STILLMEADOW, Inc. premises
during normal working hours.

B. Experimental Design

1. Test System — Gloves

2. Test System — Animals

a.

b.

Species:

Strain/ Source;

Species Justification:

Quantity:

Age and Weight:

Identification:

Health Status:

3. Animal Husbandry

a.

b.

C.

Cage:

Housing:

Food:

2 cotton gloves (pre-washed and verified for
no impurities) with 5 mil Nitrile glove
undermeath

Dogs

Beagles or Mongrels; STILLMEADOW,
Inc. dog colony

The dog is the species requested by the
SpONSOr.

25 Dogs (5 pilot study, and 20 expenmental
studies (10 — pet hug, 10 hand-to-mouth}))

At least 6 months old when dosing 18
initiated. Weights will be approximately
equal so that all dogs fall into one dosing
range.

Tattoos and cage cards
Normal growth, appearance, and

behavior will be factors to select healthy
animals for testing,

Stainless steel, suspended, wire bottom
cage; at least 3° x 4°, or 3.5° x 5’ kennel

* Individual

PMI 5118 High Density Canine Diet or
other commercial product
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d. Water: Tap water; available ad libitum; water dish
or automatic watering system. Municipal
water supply analyzed by Texas
Comumnission on Environmental Quality.

e. Contaminants: There are no known contaminants in the
feed or water available to laboratory animals
that would be expected to interfere with this

study.

f. Environment: Environmental controls for the animal
rooms will be set to maintain a temperature
of approximately 22° + 3°C, a relative
humidity range of ~ 30 — 80%, a 12-hour
light/dark cycle (regulated antomatically),
and room ventilation of approximately 10 —
12 air changes per hour.

4, Pretest:

a. Acclimation Period Animals will be acclimated for a period of at
least 5 days.

b. Pretest Body Weights
and Observations; Animals will be weighed during the
acclimation period. In-life observations will
be conducted daily beginning on Day 3.

¢. Pre-treatment

Control Sampling: The dogs will serve as their own baseline
controls by the taking of negative control
samples prior to dosing. All sampling
{control and test) will be done according to
the stroking procedures described in Section
B.6, Post-Treatment Test Sampling. There
will be no continuous contemporaneous
controls,

5. Test Article Administration:

o - a Method of
Administration:  On Test Day 0, the dogs will be treated with their
respective dose volume of the test formulation by
administering the proper amount of the formulation from a
syringe (without needle attached) as a spot or stripe to the
skin on the dog’s back. The dog’s hair coat in the
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b. Justification
for Method of
Administration:

c. Dosing:

treatment area will first be parted (using the tip of the
syringe to part the dog’s hair) and the dose will be applied
per label instructions.

Proposed method of treatment.

Dogs will be dosed based on weight ranges indicated on the
product label. Dogs weighing between 15 and 33 lbs (6.8
and 15 kg) will receive 1.5 mL as a spot or stripes to the
dogs back between the shoulder blades. Dogs weighing
between 33 and 66 1bs (15 to 30 kg) will receive 3.0 mL
applied as a continuous stripe on the dog’s back starting
between the shoulder blades and ending directly in front of
the base of the dog’s tail.

6. Post-treatment Test

Sampling:

The pilot test will be performed to determine the
appropriate mumber of replicates for the experimental
study. 5 beagle dogs will be treated topically between the
shoulders on Day 0, and each will be sampled using a
different number of petting simulations (replicates) at 24
hours post-application. The number of petting simulations
(replicates) for each treated dog will be performed for
either 1 stroke, 5 strokes, 10 strokes, 15 strokes, and 20

strokes. Pre~-washed cotton gloves will be worn over 5 mil ~

Nitrile gloves for all sampling petting simulations. Each
glove (cotton and Nitrile (if determined necessary)) will be
analyzed separately and combined to determine the
appropriate number of replicates for the experimental
study.

The petting simulation or stroke will be performed in a
manner which was been determined fo mimic normal
petting actions as well as actions that may occur during a
child hugging the dog. Each stroke action will involve
petting in a back-and-forth motion (cotton gloves over 5
mil Nitrile glove) with splayed hands. The initial motion
will be the back stroke, against the grain of the fur. This

“will be immediately followed by a forward motion, with the
" grain of the fur. These motions will be repeated starting

with both sides (along the ribcage) of the dog, followed by
the same motion along the back (dorsally). The two sides
and back, in this order, with back-and-forth motion, will
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7. Test Article
Accountability:

8. Safety
Precautions:

account for one stroke. This sequence of motions will be
required for the pilot test and the experimental studies.

The pet hug experimental study will be performed using the
number of simulations (replicates) which were determined
appropriate from the pilot study. Using this number of
simulations, 10 beagle dogs will be treated topically
between the shoulder blades on Day 0. The dogs’ coats
will be stroked for the number of replicates determined by
the pilot study for the following time periods: prior to
application, 1, 6, and 24 hours after dosing, and on Days 2,
4,7, 14, and 28 after dosing. A separate glove will be used
for each sampling event. Sampling may be discontinued if
and when 2 non-detect samples are identified from the
results of glove (cotton and Nitrile {if determined
necessary)) analysis. All gloves will be analyzed using the -
method developed by the facility,

The hand-to-mouth portion of the experimental study will
be conducted as a set of | petting simulation replicates.
This will be repeated for 10 dogs, prior to and 24 hours
after application. The 10 dogs required for this sample set
will be a separate group from those used in the pilot study,
or the other portion of the experimentai study. Like the pet
hug portion of the experimental study, a separate glove will
be used for each sampling event. Sampling may be
discontinued if and when 2 non-detect samples are
identified from the results of glove {cotton and Nitrile (if
determined necessary)) analysis. All gloves will be
analyzed using the method developed by the facility.

A comprehensive inventory of test substances received and
used will be kept. The test article container(s) will be

weighed and/or counted when received at tlie facility, and a~

record of all test articles used will be maintained.

General safety precautions as required by laboratory SOPs

"~ will be followed. A 5 mil Nitrile glove will be worn under

2 cotton gloves to ensure the safety of the technician from
any dislodged test substance that might soak through the
cotton gloves. The Sponsor will supply basic toxicity data
on the test article to be used. However, since the toxicity of
the test article is not often well characterized, the laboratory
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C. Analysis
1. Transfer of
Material;
2. Method of
Analysis:

3. Reference
Standards:

D. Data Management

1. Records:

should be conservative in setting safety procedures. The
Sponsor or Sponsor’s Representative shall be notified of
any personnel exposures requiring a physician’s
examination or care.

Each glove used in the pilot and experimental studies (pre-
and post-dose sampling) will be immediately placed in a
separate container and hand delivered to the laboratory to
be analyzed for residue. A sample tracking form detailing
animal numbers, samples, date and time will accompany
each sample delivered to the chemistry department. The
results of the analyses and date/time analyzed will be
included in the final report.

All gloves (cotton and Nitrile (if determined necessary)),
including those used for stroking the animals and gloves
used for field fortifications will be analyzed by using the

test method developed and validated by the testing facility. -

The methods used for extraction and analysis will be
documented in the data and the final report.

For characterization of the active ingredient in the test
article, certified active ingredient will be used as the
analytical reference standard.

The following records will be maintained during the study
and transferred to the laboratory archives upon study
termination:

Protocol and protocol amendments (if any)

Final report and amendments (if any)

Study correspondence

Animal and glove receipt data

Test article receipt, identification as supplied by

Sponsor, preparation, administration, and disposition

f.  Test animal information: number, sex, source, strain,
and age and glove identification information

g. Pretest body weights

h. General clinical signs

oo g
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2, Data Storage

3. Data Reporting

4. Report
Submission:

1.

Other pertinent data

All raw data, the protocol, analytical data and final report
will be retained at the laboratory in the archives.

The final report will include:

o e

Statement from the Quality Assurance Unit

Signature of the Study Director

A GLP Compliance Statement signed by the Study
Director

Names of scientific personnel involved in the study
Dates of study initiation and termination
Identification, description, preparation, and storage of
the test article

All pertinent anmmal data, animal husbandry, dosing
information, and observation methods as well as glove
information

Description of the dosing and sampling procedures
Body weights

General clinical signs

Results of glove analysis

The protocol as appendix

A final report will be submitted afier termination of the
analytical portion of the study.
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OFFICE OF

PREYVENTION, PESTICIDES

AND TOXIC SUBSTANCES

September 26, 2006

MEMORANDUM

SUBJECT:  Cyphenothrin: Revisions for “Occupational and Residential Exposure
Assessment for Proposed Section 3 Registration of Cyphenothrin on
Domestic Pets (3/20/2006, D317077)”; DP Barcode: 319222, PC Code:
129013

FROM: Wade Britton, MPL, Risk Asscssor/
Reregistration Branch 3

Health Effects Division (7509P) 4 Q_ﬁ

THROUGH: Christina Swartz, Branch Chief .o
Registration Branch 2
Health Effects Division (7509P)

TO: George LaRocca and Linda DeLuise
Insecticides Branch
Registration Division (RD) (7505P)

This document serves as a revision to the previous document, “Occupational and
Residential Exposure Assessment for Proposed Section 3 Registration of Cyphenothrin
on Domestic Pets (3/20/2006, D317077).” The purpose of this update is to adjust the
March risk assessment to reflect changes resulting from a residential handler default
assumption correction and a decision to disregard the concept of a 3 1-day average residue
level for toddler exposure to companion animals. These factors were used in the previous
risk assessment to estimate toddler residential risk estimates for postapplication exposure
to cyphenothrin.

One of the default assumptions used in the previous risk assessment (12317077) for the
estimation of cyphenothrin residential postapplication exposure/ risk was incorrectly
identified. In the previous risk assessment, toddler short-term hand-to-mouth exposures
were estimated based upon a frequency of 20 events/ hour for 2 hours/ day. While this
defanlt factor is accurate for estimating toddler oral exposure from hand-to-mouth
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activity on treated indoor hard surfaces and carpet, the correct default assumption for
toddler exposure from hand-to-mouth activity to treated companion animals should be
based upon a frequency of 1 event/ hour for 2 hours/ day. When applied to the algorithm
used to estimate toddier risk for this scenario, the margin of exposure (MOE) is altered.
As was performed in the risk assessment, the resulting MOEs were combined (dermal +
oral) to estimate the body burden expected from exposure to multiple routes of exposure
for the scenarios. The combined MOE in the risk assessment for toddler exposure from
dermal (hug) and hand-to-mouth activities to treated companjon animals was estimated to
be 36. The combined MOE, when corrected for default assumption, results in a
combined MOE of 70. Since the recalculated combined MOE for the scenario is less

hand-to-mouth activities to treated companion animals continues to be of concern to
HED. The default factors used for the residential postapplication assessinent are taken
from the HED Exposure Science Advisory Committee SOPs including the following
interim changes: SOPI2: Recommended Revisions to the Standard Operating '
Procedures (SOPs) for Residential Exposure Assessments (2/22/2001) and SOPI3:
Postapplication Fxposure Assessment For Children From Pet Treatments (1/2002).

In the previous risk assessment, a 31-day average residue level concept was presented to
better characterize the risk estimated for toddlers from hand-to-mouth activity to a
cyphenothrin-treated dog. The cyphenothrin risk assessment team revisited the use of the
31-day average residue level estimate for toddler hand-to-mouth activity to a treated dog
in the risk assessment. Ultimately, it was decided that this estimate was not appropriate
based upon the timing of effects seen in the 90-day sub-chronic dog study (MRID
42717503), from which the endpoint and dose were selected. The first effects (emesis)
were seen in the study on Day ¢ for females and on Day 1 for males. Since effects were
seen so early in the study, the most protective risk estimate is the combined MOE
estimated for Day 0 and, therefore, the 31-day average should be disregarded. The 31-
day average residue level was not reassessed for any changes due to correction for the
default assumption. '

Congclugion
The combined MOE estimated for toddler exposure from dermal activity (hug) and hand-
to-mouth activities to treated companion animals, when corrected for default assumption,

results in a value of 70. Since the recalculated combined MOT for the scenario is less
than 100, it is of concern to HED.
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S gn,  UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

s‘fm § WASHINGTON, D.C. 20460
1%""“ PRD“‘Q‘(&
OFFICEOF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES
September 21, 2006
MEMORANDUM

SUBJECT:  Cyphenothirin and Etofenprox: Review and Response to, “Information to
Upgrade MRID 46082302, MRID 45869402, and MRID 45869401
(MRID 46874501); DP Barcode: 330745; PC Codes: Cyphenothrin:
129013; Etofenprox: 128965

FROM: Wade Britton, MPH, Risk Assessor/ Industri

Reregistration Branch 3
Health Effects Division (7509P)

THROUGH: Christina Swartz, Branch Chief M
Registration Branch 2

Health Effects Division (7509P)

TO: George l.aRocca and Linda Del.uise
Insecticides Branch
Registration Division (RD}) (7505P)

Backgroﬁnd

This document serves as a response to Sergeant’s Pet Care Products, Inc. request (MRID
46874501} to upgrade the following studies 1o acceptable: “Dislodgeability of Etofenprox
from the Haircoat of Cats Treated with a Spot-on Formulation”(MRID 46082302),
“Validation Study Comparing Dose Residue Recoverability of Etofenprox from Cotton
and Latex Gloves Analysis of Data and Conclusions” (MRID 45869402), and “Amended
Final Report II: Operator Exposure Assessment and Dislodgeability of Etofenprox from
the Haircoat of Cats Treated with a Spot-on Formulation™ (MRID 45869401). MRIDs
46082302 and 45869402 were reviewed on March 6, 2006, and the Health Effects
Division (HED) determined that these studies were not suitable for risk assessment
purposes due to several significant deficiencies, MRID 45869401 was reviewed on
March 16, 2006 and was also determined not suitable for risk assessment purposes for
many of the same deficiencies. These studies were not used in the development for the
HED assessment “Etofenprox: Occupational and Residential Exposure Assessment for
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Proposed Section 3 Registration on Domestic Pets (D327844)” due to deficiencies, as
well as differences between certain standard assumptions in the submitted studies and
those used by HED. The same Ftofenprox studies were submitted by the Registrant for
the HED assessment “Occupational and Residential Exposure Assessment for Proposed
Section 3 Registration of Cyphenothrin on Domestic Pets (D317077).” HED also
determined that the study results could not be used to support the registration of any of
the cyphenothrin proposed spot-on products (2517-IL, 2517-IN, and 2517-ON). The
current submission from Sergeant’s Pet Care Products, Inc. is & formal request to upgrade
the studies based on additional information to address the study deficiencies.

Due to the deficiencies in the aforementioned studies, the risk assessment, “Occupational
and Residential Exposure Assessment for Proposed Section 3 Registration of
Cyphenothrin on Domestic Pets” (D317077), used surrogate data for the estimation of
residential postapplication exposure for scenarios pertaining to cyphenothrin pet spot-on
products. The surrogate data were derived from a study on the dislogeability of
tetrachlorovinphos from animals treated with a pump-spray treatment product (MRID
45485501). The study was previously reviewed by HED and determined to be suitable
for risk assessment purposes, The dataset for this study estimates the percent available on
the fur that is transferred to the hand to be approximately 5%. The 5% value from the
tetrachlorovinphos dislodgeability study was used in lieu of the more conservative 20%
standard value from HED’s Residential Exposure SOPs 1,2,3, based on HED’s
determination that the tetrachlorvinphos study was more refiective of the spot-on use than
the study from which the standard 20% value was derived. The 20% value was derived
from a study on a shampoo product that was applied by vigorous rubbing of the treated
area for an extended period of time. In using these data, HED assumed that the proposed
cyphenothrin pet spot~on products are more similar to the tetrachlorovinphos product
than to the shampoo product,

The residential postapplication section of the risk assessment (2317077) used the
tetrachlorovinphos dislodgeability value (5%) to estimate toddler combined risk from
exposures to cyphenothrin from the proposed pet spot-on uses. The combined estimated
margins of exposure (MOEs) (pet hug and hand-to-mouth scenarios) for childrens’
exposure to treated companion dogs are less than 100 (day zero) and, therefore, are of
concern to HED. Sergeant’s Pet Care, Inc. has expressed concern that the
tetrachlorovinphos study, which was conducted using a pump-spray product, is not
appropriate to assess the proposed spot-on formulation. If HED were to use the
dislodgeability value (0.05%) from the study (MRID 45869401) submitted by Sergeant’s
Pet Care, Inc., the combined MOEs would be two orders of magnitude higher (well above
the LOC of 100), and, therefore, not of concern to HED. However, this study, as
previously mentioned, was determined not to be suitable for risk assessment purposes.
While not chemical-type or use specific, the tetrachlorovinphos study was determined to
be the most appropriate and protective study available for the assessment of potential risk
from residential postapplication exposure to cyphenothrin from the proposed pet spot-on
uses.
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Previously Submitted Studies and Proposal to Uperade the Studies

Sergeant’s Pet Care, Inc. submitted dislodgeability studies (MRID 46082302 and
45869401) that were conducted with latex gloves instead of cotton gloves which would
typically be used in a dislodgeability study. 1t is unclear to HED why the decision was
made by the Registrant to perform the dislodgeability studies with a latex glove when the
standard practice is the use of cotton gloves, due to their absorptive qualities. The
Registrant’s submitted request (MRID 46874501) cites a meeting in 2003 with the
Agency in reference to this topic; however, neither the Registrant nor the Agency could
locate any written documentation of the cited meeting,

Sergeant’s Pet Care Products, Inc. performed a separate study, “Validation Study
Comparing Dose Residue Recoverability of Etofenprox from Cotton and Latex Gloves
Analysis of Data and Conclusions” (MRID 45869402) to support their decision to use a
latex glove. The results of this study suggested that the use of latex gloves provided
better sampling (i.e., higher recovery of residues) from the dogs than did cotton gloves;
however, the study was found to be deficient, In the review completed March 6, 2006 by
HED (D298228), the following limitations were described: missing information,
including details regarding fortification methods; storage conditions of samples during
shipping; the exact time from spike fortification to sample analysis; specific analytical
methods used; the limit of quantitation (LOQ); and the sample preparation and handling
of controls. Most notably, HED was concerned that both the cotton and latex glove
results fell below the acceptable spike recovery range of 70-120%. Mean recovery of
etofenprox ranged from 11.51% to 16.54% for cotton gloves, while mean recovery
ranged from 54.47% to 67.56% for latex gloves (6 samples per matrix). Sergeant’s Pet
Care Products, Inc.’s submitted request (MRID 46874501) addresses a majority of the
listed deficiencies. However, it does not adequately address the problem of low
recoveries, a deficiency acknowledged by the Registrant. HED has determined that low
mean recovery, exacerbated by a low number of samples per matrix (6 for each cotton,
and latex), results in greater uncertainty than is acceptable for risk assessment purposes,
particularly, since the study was conducted using latex gloves. HED’s Scientific
Advisory Council for Exposure (ExpoSAC) believes that cotton gloves are the most
absorbent media and, therefore, should be used in this type of dislodgeability study.

The submitted request (MRID 46874501) also specifically addresses study
“Dislodgeability of Etofenprox from the Haircoat of Cats Treated with a Spot-on
Formulation” (MRID 46082302}, Like the cotton and latex validation study, this study
was found to have multiple limitations which prohibits its use for risk assessment
purposes. These include: the LOQ values were not provided and residues detected below
the LOQ were reported as 0; detailed information regarding the analytical methodology
including extraction procedures of etofenprox from the gloves and HPLC detection
methods were not provided; laboratory and field fortification spikes were not used in the
study; information regarding the storage stability of the samples was not provided;
method validation results indicate that the recovery of etofenprox from spiked glove
samples was very low (i.e., 47 to 54%); and latex gloves were used in the study to
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monitor residue transfer from cats’ fur to human hands. As was the case for the
previously discussed study (MRID 45869402), the current submission addresses a
majority of these deficiencies. However, again HED has determined that low mean
recovery results in greater uncertainty than is acceptable for risk assessment purposes.
Furthermore, the validation study (MRID 45869402}, which was performed to support
the use of a latex glove in study MRID 46082302, was determined not to be reliable for
risk assessment purposes. Finally, in the dislodgeability study no etofenprox was
recovered at all from any gloves used to stroke the cat for 4 hours, 24 hours, or 2 days
after treatment. It is the opinion of HED’s ExpoSAC that the absence of removable,
detectable residues is unlikely following pet treatment with etofenprox.

HED has concluded that Sergeant’s Pet Care Products, Inc. submitted request (MRID
46874501) also fails to adequately address the deficiencies of MRID 45869401, The
results of this study give a dislodgeability value of 0.05% which the Registrant has
requested HED use in the risk assessment (D317077) for the available percentage of
cyphenothrin for transfer to the hands. The Registrant indicates that the deficiencies for
this study are the same as those for MRID 46082302 and, therefore, did not provide any
additional information addressing this study specifically. While some of the deficiencies
are adequately addressed by the submitted information, additional study-specific
information is needed to address the remaining deficiencies. As with the other studies,
the low mean recoveries and the choice of the latex glove render the study unacceptable
for risk assessment purposes.

As detailed in this document, the cyphenothrin residential postapplication risk assessment
(317077} used tetrachlorovinphos surrogate dislodgeability data (5%) to estimate
toddler combined risk from exposure to cyphenothrin from the proposed pet spot-on uses.
Sergeant’s Pet Care, Inc. stated in the submitted request (MRID 46874501) that they did
not believe that it is appropriate to use an organophosphate (OP) chemical
(tetrachlorovinphos) to assess exposures to cyphenothrin. The Registrant also stated that
they did not agree with the use of a pump-spray study to assess a spot-on use. The
arguments presented by the Registrant are considered by HED to be valid; however, the
best available data were used. In order to refine the risk assessment, HED recommends
that a new study (i.e., one without the deficiencies) be conducted.

Although HED determined that the tetrachlorovinphos data were the best surrogate data
available, it is likely that these data overestimate residential postapplication risk due to
differences between the use patterns (spray-pump vs spot-on). When a pump-spray
product is applied, it goes on wet, soaking the animal’s coat in the areas of treatment,
with some product eventually seeping to the skin. A spot-on is applied directly to the
skin (through parted coat) in a manner which resuits in little contact with the animal’s
coat. As a result of these differences, the pump-spray treatment is presumed to result in
more readily available surface residues for transfer to humans than the proposed spot-on
treatments. Spot-on treatments are applied directly to the animals’ skin, and thought to
migrate more along the skin of the animal (i.e., not the fur). Therefore, the
dislodgeability estimate of 5% used for the risk assessment may be greater than would be
expected from the spot-on use; however, due to the uncertainty of the Registrant’s
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submitted study, the result of 0.05% dislodgeability cannot be used for risk assessment -
Purposes.

The combined estimated margin of exposure (MOE) (pet hug and hand-to-mouth
scenarios) for childrens’ exposure to treated companion dogs (day zero), based on the
assumption of 5% dislodgeability, is 70 (“Occupational and Residential Exposure
Assessment for Proposed Section 3 Registration of Cyphenothrin on Domestic Pets”
(B317077). If aslightly lower dislodgeability value {(e.g., 3%) were used, the estimated
combined MOE for children would be approximately 120, which is above the LOC of
100 and, therefore, not of concern to HED. While HED has provided & rationale. for
using the 5% value for disiodgeable residue, the most appropriate value for use in the risk
assessment of the proposed spot-on uses would be determined from an acceptable
cyphenothrin residue transferability study. HED understands that Sergeant’s Pet Care,
Inc. intends to move forward with a dog spot-on study to measure dislodgeable residues,
as they have submitted 4 draft protocol for this study. The Registrant’s draft protocol
has been reviewed by HED (D330741) and suggestions have been made for how this
should be performed. Furthermore, HED recognizes that the 5% value is conservative in
nature and anticipates the confirmatory study may generate a value (3% or Iess) which
would result in an acceptable combined MOE for residential postapplication risk.
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Background

This document serves as a response to Sergeant’s Pet Care Products, Inc. request (MRID
46874501) to upgrade the following studies to acceptable: ‘Dislodgeability of Etofenprox
from the Haircoat of Cats Treated with a Spot-on Formulation”(MRID 46082302),
“Validation Study Comparing Dose Residve Recoverability of Etofenprox from Cotton
and Latex Gloves Analysis of Data and Conclusions” (MRID 45869402), and “Amended
Final Report II: Operator Exposure Assessment and Dislodgeability of Etofenprox from
the Haircoat of Cats Treated with a Spot-on Formulation” (MRID 45869401). MRIDs
46082302 and 45869402 were reviewed on March 6, 20006, and the Health Effects
Division (HED) determined that these studies were not suitable for risk assessment
purposes due to several significant deficiencies. MRID 45869401 was reviewed on
March 16, 2006 and was also determined not suitable for risk assessment purposes for
many of the same deficiencies. These studies were not used in the development for the
HED assessment “Etofenprox: Occupational and Residential Exposure Assessment for
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Proposed Section 3 Registration on Domestic Pets (D327844)” due to deficiencies, as
well as differences between certain standard assumptions in the submitted studies and
those used by HED. The same Etofenprox studies were submitted by the Registrant for
the HED assessment “Occupational and Residential Exposure Assessment for Proposed
Section 3 Registration of Cyphenothrin on Domestic Pets (D317077).” HED also
determined that the study results could not be used to support the registration of any of
the cyphenothrin proposed spot-on products (2517-IL, 2517-IN, and 2517-ON). The
current submission from Sergeant’s Pet Care Products, Inc. is a formal request to upgrade
the studies based on additional information to address the study deficiencies.

Due to the deficiencies in the aforementioned studies, the risk assessment, “Occupational
and Residential Exposure Assessment for Proposed Section 3 Registration of
Cyphenothrin on Domestic Pets” (D317077), used surrogate data for the estimation of
residential postapplication exposure for scenarios pertaining to cyphenothrin pet spot-on
products. The surrogate data were derived from a study on the dislogeability of
tetrachlorovinphos from animals treated with a pump-spray treatment product (MRID
45485501). The study was previously reviewed by HED and determined to be suitable
for risk assessment purposes. The dataset for this study estimates the percent available on
the fur that is transferred to the hand to be approximately 5%. The 5% value from the
tetrachlorovinphos dislodgeability study was used in lieu of the more conservative 20%
standard value from HED’s Residential Exposure SOPs 1,2,3, based on HED’s
determination that the tetrachlorvinphos study was more reflective of the spot-on use than
the study from which the standard 20% value was derived. The 20% value was derived
from a study on a shampoo product that was applied by vigorous rubbing of the treated
area for an extended period of time. In using these data, HED assumed that the proposed
cyphenothrin pet spot-on products are more similar to the tetrachlorovinphos product
than to the shampoo product.

The residential postapplication section of the risk assessment (D317077) used the
tetrachlorovinphos dislodgeability value (5%) to estimate toddler combined risk from
exposures to cyphenothrin from the proposed pet spot-on uses. The combined estimated
margins of exposure (MOESs) (pet hug and hand-to-mouth scenarios) for childrens’
exposure to treated companion dogs are less than 100 (day zero) and, therefore, are of
concern to HED. Sergeant’s Pet Care, Inc. has expressed concem that the
tetrachlorovinphos study, which was conducted using a pump-spray product, is not
appropriate to assess the proposed spot-on formulation. If HED were to use the
dislodgeability value (0.05%) from the study (MRID 45869401) submitted by Sergeant’s
Pet Care, Inc., the combined MOEs would be two orders of magnitude higher (well above
the LOC of 100), and, therefore, not of concern to HED. However, this study, as
previously mentioned, was determined not to be suitable for risk assessment purposes.
While not chemical-type or use specific, the tetrachlorovinphos study was determined to
be the most appropriate and protective study available for the assessment of potential risk
from residential postapplication exposure to cyphenothrin from the proposed pet spot-on
uses.
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Previously Submitted Studies and Proposal to¢ Uperade the Studies

Sergeant’s Pet Care, Inc. submitted dislodgeability studies (MRID 46082302 and
45869401) that were conducted with latex gloves instead of cotton gloves which would
typically be used in a dislodgeability study. It is unclear to HED why the decision was
made by the Registrant to perform the dislodgeability studies with a latex glove when the
standard practice is the use of cotton gloves, due to their absorptive qualities. The
Registrant’s submitted request (MRID 46874501) cites a meeting in 2003 with the
Agency in reference to this topic; however, neither the Registrant nor the Agency could
locate any written documentation of the cited meeting.

Sergeant’s Pet Care Products, Inc. performed a separate study, “Validation Study
Comparing Dose Residue Recoverability of Etofenprox from Cotton and Latex Gloves
Analysis of Data and Conclusions” (MRID 45869402) to support their decision to use a
latex glove. The results of this study suggested that the use of latex gloves provided
better sampling (i.e., higher recovery of residues) from the dogs than did cotton gloves;
however, the study was found to be deficient. In the review completed March 6, 2006 by
HED ([3298228), the following limitations were described: missing information,
including details regarding fortification methods; storage conditions of samples during
shipping; the exact time from spike fortification to sample analysis; specific analytical
methods used; the limit of quantitation (LOQ); and the sample preparation and handling
of controls. Most notably, HED was concerned that both the cotton and latex glove
results fell below the acceptable spike recovery range of 70-120%. Mean recovery of
etofenprox ranged from 11.51% to 16.54% for cotton gloves, while mean recovery
ranged from 54.47% to 67.56% for latex gloves (6 samples per matrix). Sergeant’s Pet
Care Products, Inc.’s submitted request (MRID 46874501) addresses a majority of the
listed deficiencies. However, it does not adequately address the problem of low
recoveries, a deficiency acknowledged by the Registrant. HED has determined that low
mean recovery, exacerbated by a low number of samples per matrix (6 for each cotton,
and latex), results in greater uncertainty than is acceptable for risk assessment purposes,
particularly, since the study was conducted using latex gloves. HED’s Scientific
Advisory Council for Exposure (ExpoSAC) believes that cotton gloves are the most
absorbent media and, therefore, should be used in this type of dislodgeability study.

The submitted request (MRID 46874501) also specifically addresses study
“Dislodgeability of Etofenprox from the Haircoat of Cats Treated with a Spot-on
Formulation” (MRID 46082302). Like the cotton and latex validation study, this study
was found to have multiple limitations which prohibits its use for risk assessment
purposes. These include: the LOQ values were not provided and residues detected below
the LOQ were reported as 0; detailed information regarding the analytical methodology
including extraction procedures of etofenprox from the gloves and HPLC detection
methods were not provided; laboratory and field fortification spikes were not used in the
study; information regarding the storage stability of the samples was not provided;
method validation results indicate that the recovery of etofenprox from spiked glove
samples was very low (i.e., 47 to 54%); and latex gloves were used in the study to
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monitor residue transfer from cats’ fur to human hands. As was the case for the
previously discussed study (MRID 45869402), the cwirent submission addresses a
majority of these deficiencies. However, again HED has determined that low mean
recovery results in greater uncertainty than is acceptable for risk assessment purposes.
Furthermore, the validation study (MRID 45869402), which was performed to support
the use of a latex glove in study MRID 46082302, was determined not to be reliable for
risk assessment purposes. Finally, in the dislodgeability study no etofenprox was
recovered at all from any gloves used to stroke the cat for 4 hours, 24 hours, or 2 days
after treatment. It is the opinion of HED’s ExpoSAC that the absence of removable,
detectable residues is unlikely following pet treatment with etofenprox.

HED has concluded that Sergeant’s Pet Care Products, Inc. submitted request (MRID
46874501) also fails to adequately address the deficiencies of MRID 45869401, The
results of this study give a dislodgeability value of 0.05% which the Registrant has
requested HED use in the risk assessment (D317077) for the available percentage of
cyphenothrin for transfer to the hands. The Registrant indicates that the deficiencies for
this study are the same as those for MRID 46082302 and, therefore, did not provide any
additional information addressing this study specifically. While some of the deficiencies
are adequately addressed by the submitted information, additional study-specific
information is needed to address the remaining deficiencies. As with the other studies,
the low mean recoveries and the choice of the latex glove render the study unacceptable
for risk assessment purposes,

As detailed in this document, the cyphenothrin residential postapplication risk assessment
(D317077) used tetrachlorovinphos surrogate dislodgeability data (5%) to estimate
toddler combined risk from exposure to cyphenothrin from the proposed pet spot-on uses.
Sergeant’s Pet Care, Inc. stated in the submitted request (MRID 46874501) that they did
not believe that it is appropriate to use an organophosphate (OP) chemical
(tetrachlorovinphos) to assess exposures to cyphenothrin. The Registrant also stated that
they did not agree with the use of a pump-spray study to assess a spot-on use. The
arguments presented by the Registrant are considered by HED to be valid; however, the
best available data were used. In order to refine the risk assessment, HED recommends
that a new study (i.e., one without the deficiencies) be conducted.

Although HED determined that the tetrachlorovinphos data were the best surrogate data
available, it is likely that these data overestimate residential postapplication risk due to
differences between the use patterns (spray-pump vs spot-on). When a pump-spray
product is applied, it goes on wet, soaking the animal’s coat in the areas of treatment,
with some product eventually seeping to the skin. A spot-on is applied directly to the
skin (through parted coat) in a manner which results in little contact with the animal’s
coat. As aresult of these differences, the pump-spray treatment is presumed to result in
more readily available surface residues for transfer to humans than the proposed spot-on
treatments. Spot-on treatments are applied directly to the animals’ skin, and thought to
migrate more along the skin of the animal (i.e., not the fur). Therefore, the
dislodgeability estimate of 5% used for the risk assessment may be greater than would be
expected from the spot-on use; however, due to the uncertainty of the Registrant’s
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submitted study, the result of 0.05% dislodgeability cannot be used for risk assessment
purposes.

‘The combined estimated margin of exposure (MOE) (pet hug and hand-to-mouth
scenarios) for childrens’ exposure to treated companion dogs (day zero), based on the
assumption of 5% dislodgeability, is 70 (“Occupational and Residential Exposure
Assessment for Proposed Section 3 Registration of Cyphenothrin on Domestic Pets”
(D317077). If aslightly lower dislodgeability value (e.g., 3%) were used, the estimated
combined MOE for children would be approximately 120, which is above the LOC of
100 and, therefore, not of concern to HED. While HED has provided a rationale for
using the 5% value for dislodgeable residue, the most appropriate value for use in the risk
assessment of the proposed spot-on uses would be determined from an acceptable
cyphenothrin residue transferability study. HED understands that Sergeant’s Pet Care,
Inc. intends to move forward with a dog spot-on study to measure dislodgeable residues,
as they have submitted a draft protocol for this study. The Registrant’s draft protocol
has been reviewed by HED (D330741) and suggestions have been made for how this
should be performed. Furthermore, HED recognizes that the 5% value is conservative in
nature and anticipates the confirmatory study may generate a value (3% or less) which
would result in an acceptable combined MOE for residential postapplication risk.
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Background

This document serves as a response to Sergeant’s Pet Care Products, Inc. request (MRID
46874501) to upgrade the following studies to acceptable: “Dislodgeability of Etofenprox
from the Haircoat of Cats Treated with a Spot-on Formulation”(MRID 46082302),
“Validation Study Comparing Dose Residue Recoverability of Etofenprox from Cotton
and Latex Gloves Analysis of Data and Conclusions™ (MRID 45869402), and “Amended
Final Report II: Operator Exposure Assessment and Dislodgeability of Etofenprox from
the Haircoat of Cats Treated with a Spot-on Formulation” (MRI1D 45869401). MRIDs
46082302 and 45869402 were reviewed on March 6, 2006, and the Health Effects
Division (HED) determined that these studies were not suitable for risk assessment
purposes due to several significant deficiencies. MRID 45869401 was reviewed on
March 16, 2006 and was also determined not suitable for risk assessment purposes for
many of the same deficiencies. These studies were not used in the development for the
HED assessment “Etofenprox: Qccupational and Residential Exposure Assessment for
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Proposed Section 3 Registration on Domestic Pets (D327844)” due to deficiencies, as
well as differences between certain standard assumptions in the submitted studies and
those used by HED. The same Etofenprox studies were submitted by the Registrant for
the HED assessment “Occupational and Residential Exposure Assessment for Proposed
Section 3 Registration of Cyphenothrin on Domestic Pets (D317077).” HED also
determined that the study results could not be used to support the registration of any of
the cyphenothrin proposed spot-on products (2517-11, 2517-IN, and 2517-ON). The
current submission from Sergeant’s Pet Care Products, Inc. is a formal request to upgrade
the studies based on additional information to address the study deficiencies.

Due to the deficiencies in the aforementioned studies, the risk assessment, “Occupational
and Residential Exposure Assessment for Proposed Section 3 Registration of
Cyphenothrin on Domestic Pets” (I2317077), used surrogate data for the estimation of
residential postapplication exposure for scenarios pertaining to cyphenothrin pet spot-on
products. The surrogate data were derived from a study on the dislogeability of
tetrachlorovinphos from animals treated with a pump-spray treatment product (MRID
45485501). The study was previously reviewed by HED and determined to be suitable
for risk assessment purposes. The dataset for this study estimates the percent available on
the fur that is transferred to the hand to be approximately 5%. The 5% value from the
tetrachlorovinphos dislodgeability study was used in lieu of the more conservative 20%
standard value from HED’s Residential Exposure SOPs 1,2,3, based on HED’s
determination that the tetrachlorvinphos study was more reflective of the spot-on use than
the study from which the standard 20% value was derived. The 20% value was derived
from a study on a shampoo product that was applied by vigorous rubbing of the treated
area for an extended period of time. In using these data, HED assumed that the proposed
cyphenothrin pet spot-on products are more similar to the tetrachlorovinphos product
than to the shampoo product.

The residential postapplication section of the risk assessment (D317077) used the
tetrachlorovinphos dislodgeability value (5%) to estimate toddler combined risk from
exposures to cyphenothrin from the proposed pet spot-on uses. The combined estimated
margins of exposure (MOESs) (pet hug and hand-to-mouth scenarios) for childrens’
exposure to treated companion dogs are less than 100 (day zero) and, therefore, are of
concern to HED. Sergeant’s Pet Care, Inc. has expressed concern that the
tetrachlorovinphos study, which was conducted using a pump-spray product, is not
appropriate to assess the proposed spot-on formulation. If HED were to use the
dislodgeability value (0.05%) from the study (MRID 45869401) submitted by Sergeant’s
Pet Care, Inc., the combined MOEs would be two orders of magnitude higher (well above
the L.OC of 100), and, therefore, not of concern to HED. However, this study, as
previously mentioned, was determined not to be suitable for risk assessment purposes.
While not chemical-type or use specific, the tetrachlorovinphos study was determined to
be the most appropriate and protective study available for the assessment of potential risk
from residential postapplication exposure to cyphenothrin from the proposed pet spot-on
uses.
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Previously Submifted Studies and Proposal to Upgrade the Studies

Sergeant’s Pet Care, Inc. submitted dislodgeability studies (MRID 46082302 and
45869401) that were conducted with latex gloves instead of cotton gloves which would
typically be used in a dislodgeability study. It is unclear to HED why the decision was
made by the Registrant to perform the dislodgeability studies with a latex glove when the
standard practice is the use of cotton gloves, due to their absorptive qualities. The
Registrant’s submitted request (MRID 46874501) cites a meeting in 2003 with the
Agency in reference to this topic; however, neither the Registrant nor the Agency could
locate any written documentation of the cited meeting,

Sergeant’s Pet Care Products, Inc. performed a separate study, “Validation Study
Comparing Dose Residue Recoverability of Etofenprox from Cotton and Latex Gloves
Analysis of Data and Conclusions” (MRID 45869402) to support their decision to use a
latex glove. The results of this study suggested that the use of latex gloves provided
better sampling (i.e., higher recovery of residues) from the dogs than did cotton gloves;
however, the study was found to be deficient. In the review completed March 6, 2006 by
HED (D298228), the following limitations were described: missing information,
including details regarding fortification methods; storage conditions of samples during
shipping; the exact time from spike fortification to sample analysis; specific analytical
methods used; the limit of quantitation (L.OQ); and the sample preparation and handling
of controls. Most notably, HED was concerned that both the cotton and latex glove
results fell below the acceptable spike recovery range of 70-120%. Mean recovery of
etofenprox ranged from 11.51% to 16.54% for cotton gloves, while mean recovery
ranged from 54.47% to 67.56% for latex gloves (6 samples per matrix). Sergeant’s Pet
Care Products, Inc.’s submitted request (MRID 46874501) addresses a majority of the
listed deficiencies. However, it does not adequately address the problem of low
recoveries, a deficiency acknowledged by the Registrant. HED has determined that low
mean recovery, exacerbated by a low number of samples per matrix (6 for each cotton,
and latex), results in greater uncertainty than is acceptable for risk assessment purposes,
particularly, since the study was conducted using latex gloves. HED’s Scientific
Advisory Council for Exposure (ExpoSAC) believes that cotton gloves are the most
absorbent media and, therefore, should be used in this type of dislodgeability study.

The submitted request (MRID 46874501) also specifically addresses study
“Dislodgeability of Etofenprox from the Haircoat of Cats Treated with a Spot-on
Formulation” (MRID 46082302). Like the cotton and latex validation study, this study
was found to have multiple limitations which prohibits its use for risk assessment
purposes. These include: the LOQ values were not provided and residues detected below
the LOQ were reported as 0; detailed information regarding the analytical methodology
including extraction procedures of etofenprox from the gloves and HPLC detection
methods were not provided; laboratory and field fortification spikes were not used in the
study; information regarding the storage stability of the samples was not provided;
method validation results indicate that the recovery of etofenprox from spiked glove
samples was very low (i.e., 47 to 54%); and latex gloves were used in the study to
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monitor residue transfer from cats’ fur to human hands. As was the case for the
previously discussed study (MRID 45869402), the current submission addresses a
majority of these deficiencies. However, again HED has determined that low mean
recovery results in greater uncertainty than is acceptable for risk assessment purposes.
Furthermore, the validation study (MRID 45869402), which was performed to support
the use of a latex glove in study MRID 46082302, was determined not to be reliable for
risk assessment purposes. Finally, in the dislodgeability study no etofenprox was
recovered at all from any gloves used to stroke the cat for 4 hours, 24 hours, or 2 days
after treatment. It is the opinion of HED)’s ExpoSAC that the absence of removable,
detectable residues is unlikely following pet treatment with etofenprox.

HED has concluded that Sergeant’s Pet Care Products, Inc. submitted request (MRID
46874501) also fails to adequately address the deficiencies of MRID 45869401. The
results of this study give a dislodgeability value of 0.05% which the Registrant has
requested HED use in the risk assessment (D317077) for the available percentage of
cyphenothrin for transfer to the hands. The Registrant indicates that the deficiencies for
this study are the same as those for MRID 46082302 and, therefore, did not provide any
additional information addressing this study specifically. While some of the deficiencies
are adequately addressed by the submitted information, additional study-specific
information is needed to address the remaining deficiencies. As with the other studies,
the low mean recoveries and the choice of the latex glove render the study unacceptable
for risk assessment purposes.

As detailed in this document, the cyphenothrin residential postapplication risk assessment
(ID317077) used tetrachlorovinphos surro gate dislodgeability data (5%) to estimate
toddler combined risk from exposure to cyphenothrin from the proposed pet spot-on uses.
Sergeant’s Pet Care, Inc. stated in the submitted request (MRID 46874501) that they did
not believe that it is appropriate to use an organophosphate (OP) chemical
(tetrachlorovinphos) to assess exposures to cyphenothrin. The Registrant also stated that
they did not agree with the use of a pump-spray study to assess a spot-on use. The
arguments presented by the Registrant are considered by HED to be valid; however, the
best available data were used. In order to refine the risk assessment, HED recommends
that a new study (i.e., one without the deficiencies) be conducted.

Although HED determined that the tetrachlorovinphos data were the best surrogate data
available, it is likely that these data overestimate residential postapplication risk due to
differences between the use patterns (spray-pump vs spot-on). When a pump-spray
product is applied, it goes on wet, sozking the animal’s coat in the areas of treatment,
with some product eventually seeping to the skin. A spot-on is applied directly to the
skin (through parted coat) in a manner which results in little contact with the animal’s
coat. As a result of these differences, the pump-spray treatment is presumed to result in
more readily available surface residues for transfer to humans than the proposed spot-on
treatments. Spot-on treatments are applied directly to the animals’ skin, and thought to
migrate more along the skin of the animal (i.e., not the fur). Therefore, the
dislodgeability estimate of 5% used for the risk assessment may be greater than would be
expected from the spot-on use; however, due to the uncertainty of the Registrant’s
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submitted study, the result of 0.05% dislodgeability cannot be used for risk assessment
purposes.

The combined estimated margin of exposure {MOE}) (pet hug and hand-to-mouth
scenarios) for childrens’ exposure to treated companion dogs (day zero), based on the
assumption of 5% distodgeability, is 36 (“Occupational and Residential Exposure
Assessment for Proposed Section 3 Registration of Cyphenothrin on Domestic Pets”
(D317077). If a slightly lower disiodgeability value (¢.g., 3%) were used, the estimated
combined MOE for children would be approximately 120, which is above the LOC of
100 and, therefore, not of concern to HED. While HED has provided a rationale for
using the 5% value for dislodgeable residue, the most appropriate value for use in the risk
assessment of the proposed spot-on uses would be determined from an acceptable
cyphenothrin residue transferability study. HED understands that Sergeant’s Pet Care,
Inc. intends to move forward with a dog spot-on study to measure dislodgeable residues,
as they have submitted a draft protocol for this study. The Registrant’s draft protocol
has been reviewed by HED (D330741) and suggestions have been made for how this
should be performed. Furthermore, HED recognizes that the 5% value is conservative in
nature and anticipates the confirmatory study may generate a value (3% or less) which
would result in an acceptable combined MOE for residential postapplication risk.
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OFFICE OF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

September 21, 2006

MEMORANDUM

SUBJECT:  Cyphenothrin; Review of Sergeant’s Pet Products, Inc. Draft Protocol,
“Dislodgeability of Gokilaht from the Haircoat of Dogs Treated with a
Spot-On Formulation:” DP Barcode: 330741, PC Code: 129013

FROM: Wade Britton, MPH, Risk Assessot/ Industrial Hygienist
Reregistration Branch 3 ﬁﬁ//

Health Effects Division {(7509P)

THROUGH: Christina Swartz, Branch Chief ~
Registration Branch 2 M
Health Effects Division (7509P)

TO: George LaRocca and Linda DeLuise
Insecticides Branch
Registration Division (RD) {7505P)

This document serves as a response to Sergeant’s Pet Care Products, Inc. request that the
draft protocol titled, “Dislodgeability of Gokilaht from the Haircoat of Dogs Treated with
a Spot-On Formulation,” submitted as a part of, “Information to Upgrade MRID
46082302, MIRD 45869402, and MRID 45869401 (MR1D 46874501); Appendix V,
Specific Information to Address MRID 45869402,” be reviewed by the Health Effects
Division (HED). Upon review, the submitted draft protocol required some changes

which are addressed in this memorandum. These changes are presented as a revised draft
protocol, with a description of determined changes preceding, for use by Sergeant’s Pet
Care Products, Inc. to move forward with plans to fulfill HED’s request for a dog spot-on
study.
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Changes Made for Part A, General

Upon consideration of the submitted draft pet spot-on study, “Dislodgeability of Gokilaht
from the Haircoat of Dogs Treated with a Spot-On Formulation,” HED determined
several changes which were deemed necessary for the protocol. Major changes, as
reflected in Part A. General, are the addition of a pilot study to precede the experimental
study and the division of the experimental study into two separate portions (pet hug and
hand-to-mouth exposure scenarios). '

As detailed in the revised protocol (A. General, #¥. Experimental Summary}, a pilot
study (changed to A. General, # 8. Pilot Study Summary) was determined necessary to
decide upon the loading capacity of the sampling media as it pertains to the number
(replicates) of petting simulations required for each time interval tested. This will reduce
the number of replicates required for each time interval, while producing results
representative of exposure to residues on the pet for the pet hug exposure scenario. The
study director will determine at what number of simulations that loading occurs and the
increase of replicate number becomes moot.

The pilot study (for use with the pet hug portion of the study only) will be conducted in
the following manner. 5 beagle dogs will be treated with Gokilaht between the shoulder
blades on Day 0. Each treated dog will then be sampled using a different number of
petting simulations at 24 hours post-application (HED has considered how each petting
simulation will be performed, this is addressed in Changes to Parts B and C). The
number of petting simulations (replicates) for each treated dog will be performed for
either 1 simulation, 5 simulations, 10 simulations, 15 simulations, and 20 simulations
(i.e., Dog #1 will have 1 simulations performed, Dog #2 will have 5 simulations
performed, etc.), 2 pre-washed cotton gloves will be worn over a 5-mil Nitrile glove. All’
gloves will be analyzed separately and combined for each simulation to determine the
appropriate number of replicates for the experimental study. Samples will be stored and
shipped in glass containers. In addition, the study director will determine if breakthrough
is occurring to the Nitrile glove. The Nitrile glove will only be required to be analyzed in
the experimental study if breakthrough is occurring; however, whether occurring or not, it
is necessary for test participants to continue to wear the Nitrile glove under the cotton
layers.

HED is requiring some changes to the experimental study, as well as the addition of the
pilot study, as addressed in Part A. General, 8. Experimental Summary. It was
determined that the experimental study will be divided into two portions to better analyze
the exposures representative of the pet hug and the hand-to-mouth scenarios. In addition,
HED determined that the sampling of multiple time periods would be beneficial for
analysis of Gokilaht activity on the treated pet for the pet hug portion of the experimental
study. Theupdated sampling time periods are as follows: priorto application, 1, 6, and
24 hours after dosing, and on Days 2, 4, 7, 14, and 28 afier dosing. The pet hug
experimental study will be performed using the number of simulations (replicates) which
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were determined appropriate from the pilot study for the updated sampling time periods.
Sampling may be discontinued if and when 2 non-detect samples are identified from the
results of glove analysis. All other variables of the test system will remain the same.

The hand-to-mouth portion of the experimental study will be conducted as follows. HED
determined that a 1 simulation set repeated for 10 dogs, prior to and 24 hours after
application, will be acceptable for representation of this exposure scenario. The 10 dogs
required for this sample set will be a separate group from those used in the pilot study, or
the other portion of the experimental study. All other variables of the test system will
remain the same.

Changes to Parts B, and C.

Most of the changes in Parts B. Experimental Design and C. Analysis of Sergeant’s Pet
Care, Inc. draft protocol are reflective of the alterations deemed necessary by HED and
explained previously in Part. A. General. The following changes will be found in HED’s
reviewed protocol (only the sections that have changed are outlined below):

B. Experimental Design
1. Test System — Gloves

The draft protocol recommended cotton gloves only. HED recommends two pairs
of cotton gloves with a 5 mil Nitrile glove underneath be worn for all study
replicates.

2. Test System — Animals
d. Quantity

The draft protocol recommends the use of 10 beagle dogs for the proposed
study. After review, HED recommends the use of 25 beagle dogs total for
the entire study. This total includes 5 dogs for the pilot study, 10 dogs for
the pet hug portion of the experimental study, and 10 dogs for the hand-to-
mouth portion of the experimental study.

6. Post-Treatment Test Sampling

Changes recommended by HED for this section have been described in
detail under Changes Made for Part A. General, # 9. Experimental Study
(below). A description of how the petting simulation will be performed is
included in HED’s revised protocol. The petting simulation will be
performed in the same manner for all parts (pilot, and experimental (pet
hug, hand-to-mouth) studies) of the protocol. The description, as written
in the revised protocol, is as follows:
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The petting simulation or stroke will be performed in a manner which has
been determined to mimic normal petting actions as well as actions that

may occur during a child hugging the dog. Each stroke action will involve

petting in a back-and-forth motion (2 pre-washed cotton gloves over 5 mil
Nitrile glove) with splayed hands. The initial motion will be the back
stroke, against the grain of the fur. This will be immediately followed by
a forward motion, with the grain of the fur. These motions will be
repeated starting with both sides (along the ribcage) of the dog, followed
by the same motion along the back (dorsally). The two sides and back, in
this order, with back-and-forth motion, will account for one stroke. This
sequence of motions will be required for the pilot test and the
experimental studies.

C.  Analysis
2. Method of Analysis
The draft protocol describes cotton and latex glove collection for analysis. HED’s
revised protocol is changed to reflect analysis for two pairs of pre-washed cotton

gloves and the 5 mil Nitrile glove (if breakthrough is determined from the pilot
study).

Braft Protocol as Revised by HED for the Proposed Pet Spot-on Study

A. General

1. Study Title: Dislodgeability of Gokilaht from the Haircoat of Dogs Treated
with a Spot-on Formulation

2. Purpose:  To measure the dislodgeability of the test article from
the haircoats of dogs treated with a spot-on formulation
containing Gokilaht

3. Regulatory
Compliance: This study will be conducted in compliance with US EPA
Good Laboratory Practice Standards 40 CFR 160.

All procedures must be in compliance with Animal Welfare Act

Regulations. All methods can be found in STILLMEADOW, Inc.-

Standard Operating Procedures (SOPs).
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4. Quality

Assurance: The Quality Assurance Unit (QAU) will review the protocol. The

study information will be entered into the Master Schedule. The
study will be inspected at least once during its progress. Further
inspections may be scheduled as needed to ensure the integrity of
the study. Any deviations from SOPs, the Protocol, or Good
Laboratory Practice Standards will be immediately reported to the
Study Director and Management. The report will be audited, and a
statement prepared and signed which shall specify the dates
inspections were made and findings reported to Management -and
the Study Director.

5. Test
Article:  Gokilaht. Test article identification will include the name, batch
number, and purity. The Sponsor will also provide
information regarding safety, stability, storage conditions, and
disposal. The Sponsor assumes responsibility for purity,
stability, identity, synthesis methods and location of
documentation.
6. Proposed
Schedule: Proposed start date: XX XXX 06
Proposed end date: XX XXX 06
7. Study
Director: Mel Kaminsky
8. Pilot Study
Summary: The experimental study (pet hug) will be preceded by a pilot study.

The pilot study has been determined necessary in order to decide
upon the loading capacity of the sampling media as it pertains to
the number (replicates) of petting simulations required for each
time interval tested. This should reduce the number of replicates
required for each time interval, while producing results
representative of exposure to residues on the pet. It will be the
duty of the study director to determine what number of petting
simulations is necessary to load the sampling media, or at which
point increasing the number of replicates becomes moot.

To determine the appropriate number of replicates, 5 beagle dogs
will be treated topically with Gokilaht between the shoulders on
Day 0. Each treated dog will then be sampled using a different
number of petting simulations {replicates) at 24 hours post-
application. The number of petting simulations (replicates) for
each treated dog will be performed for either 1 simulation, 5
stmulations, 10 simulations, 15 simulations, and 20 simulations

Page S of 12

226



(i.e., Dog #1 will have | simulations performed, Dog #2 will have

5 simulations performed, etc.). 2 pre-washed cotton gloves will be

worn over a 5-mil Nitrile glove. All gloves will be analyzed
separately and combined for each simulation to determine the
appropriate number of replicates for the experimental study.
Samples will be stored and shipped in glass containers. The study
director will determine if breakthrough is occurring to the Nitrile
glove. The Nitrile glove will only be required to be analyzed in the
experimental study if breakthrough is occurring; however, whether
oceurring Or not, it is necessary for test participants to continue to
wear the Nitrile glove under the 2 cotton layers.

9. Experimental

Study

Summary:

10. Protocol
Amendments;

The experimental study will consist of two separate portions, pet
hug and hand-to-mouth. The pet hug experimental study will be
performed using the number of simulations (replicates) which were
determined appropriate from the pilot study. Using this number of
simulations, 10 beagle dogs will be treated topically bétween the
shoulder blades on Day 0. The dogs’ coats will be stroked for the
number of replicates determined by the pilot study for the
following time periods: prior to application, I, 6, and 24 hours
after dosing, and on Days 2, 4, 7, 14, and 28 after dosing. A
separate glove will be used for each sampling event. Sampling
may be discontinved if and when 2 non-detect.samples are
identified from the results of all glove samples for a given time
period {cotton and Nitrile (if determined necessary)) analysis. All
gloves will be analyzed using the method developed by the facility.

The hand-to-mouth portion of the experimental study will be

~conducted as follows. A set of 1 petting simulation replicates will

be repeated for 10 dogs, prior to and 24 hours after application.
The 10 dogs required for this sample set will be a separate group
from those used in the pilot study, or the other portion of the
experimental study. Like the pet hug portion of the experimental
study, a separate glove will be used for each sampling event.
Sampling may be discontinued if and when 2 non-detect samples
are identified from the resulfs of all glove samples for a given time
period (cotton and Nitrile (if determined necessary)) analysis. All
gloves will be analyzed using the method developed by the facility.

Any change or alteration in the protocol must be
justified and approved by the Study Director and
recorded in writing.
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11. Sponsor

Audits:  The Sponsor may send an authorized representative to inspect
the test system and/ or data on STILLMEADOW , Inc. premises
during normal working hours.

B. Experimental Design

I. Test System — Gloves

2. Test System — Animals
a. Species:

b. Strain/ Source:

c. Species Justification;

d. Quantity:

e. Age and Weight:

f. Identification:

g. Health Status:
3. Animal Husbandry
a. Cage:'

b. Housing:

¢. Food:

2 cotton gloves {pre-washed and verified for
no impurities) with 5 mil Nitrile glove
underneath

Dogs

Beagles or Mongrels; STILLMEADOW,
Ine. dog colony

The dog is the species requested by the
SPONSOr.

25 Dogs (5 pilot study, and 20 experimental
studies (10 — pet hug, 10 hand-to-mouth))

At least 6 months old when dosing is
initiated. Weights will be approximately
equal so that all dogs fall into one dosing
range.

Tattoos and cage cards
Normal growth, appearance, and

behavior will be factors to select healthy
animals for testing.

Stainless steel, suspended, wire bottom
cage; at least 3" x 4%, or 3.5” £ 5° kennel

Individual

PMI 5118 High Density Canine Diet or
other commercial product
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d, Water: Tap water; available ad libitum; water dish
or antomatic watering system. Municipal
water supply analyzed by Texas
Commission on Environmental Quality.

e. Contaminants: There are no known contaminants in the
feed or water available to laboratory animals
that would be expected to interfere with this
study.

£ Environment: Environmental controls for the animal
rooms will be set to maintain a temperature
of approximately 22° + 3°C, a relative
humidity range of ~ 30 — 80%, a 12-hour
light/dark cycle (regulated automaticaily),
and room ventilation of approximately 10 —
'12 air changes per hour.

4. Pretest:

a. Acclimation Period Animals will be acclimated for a period of at
least 5 days.

b. Pretest Body Weights
and Observations: Animals will be weighed during the
acclimation period, In-life observations will
be conducted daily beginning on Day 3.

¢. Pre-treatment

Control Sampling: The dogs will serve as their own baseline
controls by the taking of negative control
samples prior to dosing. All sampling
(control and test) will be done according to
the stroking procedures described in Section
B.6, Post-Treatment Test Sampling. There
will be no continuous contemporaneous
controls,

5. Test Article Administration:

a. Method of

Administration: On Test Day 0, the dogs will be treated with their
respective dose volume of the test formulation by
administering the proper amount of the formulation from a
syringe (without needle attached) as a spot or stripe to the
skin on the dog’s back. The dog’s hair coat in the
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b. Justification
for Method of
Administration:

¢. Dosing:

treatment area will first be parted (using the tip of the
syringe to part the dog’s hair} and the dose will be applied
per label instructions.

Proposed method of treatment.

Dogs will be dosed based on weight ranges indicated on the
product label. Dogs weighing between 15 and 33 1bs (6.8
and 15 kg) will receive 1.5 mL as a spot or stripes to the
dogs back between the shoulder blades. Dogs weighing
between 33 and 66 1bs (15 to 30 kg) will receive 3.0 mL
applied as a continuous stripe on the dog’s back starting
between the shoulder blades and ending directly in front of
the base of the dog’s tail.

8, Post-treatment Test

Sampling:

The pilot test will be performed to determine the
appropriate number of replicates for the experimental
study. 5 beagle dogs will be treated topically between the
shoulders on Day 0, and each will be sampled using a
different number of petting simulations (replicates) at 24
hours post-application. The number of petting simulations
(replicates) for each treated dog will be performed for
either 1 stroke, 5 strokes, 10 strokes, 15 strokes, and 20

strokes. Pre-washed cotton gloves will be worn over 5 mil ™

Nitrile gloves for all sampling petting simulations. Each
glove (cotton and Nitrile (if determined necessary)) will be
analyzed separately and combined to determine the
appropriate number of replicates for the experimental
study.

The petting simulation or stroke will be performed in a
manner which was been determined to mimic normal
petting actions as well as actions that may occur during a
child hugging the dog. Each stroke action will involve
petting in a back-and-forth motion (cotton gloves over 5
nil Nitrile glove) with splayed hands. The initial motion
will be the back stroke, against the grain of the fur. This
will be immediately followed by a forward motion, with the
grain of the fur. These motions will be repeated starting
with both sides (along the ribcage} of the dog, followed by
the same motion along the back (dorsally). The two sides
and back, in this order, with back-and-forth motion, will
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account for one stroke. This sequence of motions will be
required for the pilot test and the experimental studies.

The pet hug experimental study will be performed using the
number of simulations (replicates) which were determined
appropriate from the pilot study. Using this number of
simulations, 10 beagle dogs will be treated topically
between the shoulder blades on Day 0. The dogs’ coats
will be stroked for the number of replicates determined by
the pilot study for the following time periods: prior to
application, 1, 6, and 24 hours after dosing, and on Days 2,

4, 7,14, and 28 after dosing. A separate glove will be used
for each sampling event. Sampling may be discontinued if
and when 2 non-detect samples are identified from the
results of glove (cotton and Nitrile (if determined
necessary)) analysis. All gloves will be analyzed using the -
method developed by the facility.

The hand-to-mouth portion of the experimental study will
be conducted as a set of 1 petting simulation replicates.
This will be repeated for 10 dogs, prior to and 24 hours
after application. The 10 dogs required for this sample set
will be a separate group from those used in the pilot study,
or the other portion of the experimental study. Like the pet
hug portion of the experimental study, a separate glove will
be used for each sampling event. Sampling may be
discontinued if and when 2 non-detect samples are
identified from the results of glove (cotton and Nitrile (if
determined necessary)) analysis. All gloves will be
analyzed using the method developed by the facility.

7. Test Article

Accountability; A comprehensive inventory of test substances received and
used will be kept. The test article container(s) will be
welghed and/or counted when received at the facility, and a~
record of all test articles used will be maintained.

8. Safety -

Precautions: General safety precautions as required by laboratory SOPs

will be followed. A 5 mil Nitrile glove will be worn under
2 cotton gloves to ensure the safety of the technician from
any dislodged test substance that might soak through the
cotton gloves. The Sponsor will supply basic toxicity data
on the test article to be used. However, since the toxicity of
the test article is not often well characterized, the laboratory
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should be conservative in setting safety procedures. The
Sponsor or Sponsor’s Representative shall be notified of
any personnel exposures requiring a physician’s
examination or care.

Each glove used in the pilot and experimental studies (pre-
and post-dose sampling) will be immediately placed in a
separate container and hand delivered to the laboratory to
be analyzed for residue. A sample tracking form detailing

C. Analysis
1. Transfer of
Material:
2. Method of
Analysis:

3. Reference
Standards:

D. Data Management

1. Records:

animal numbers, samples, date and time will accompany
each sample delivered to the chemistry department. The
results of the analyses and date/time analyzed will be
included in the final report.

All gloves (cotton and Nitrile (if determined necessary)),
including those used for stroking the animals and gloves
used for field fortifications will be analyzed by using the

test method developed and validated by the testing facility. '

The methods used for extraction and analysis will be
documented in the data and the final report.

For characterization of the active ingredient in the test
article, certified active ingredient will be used as the
analytical reference standard.

The following records will be maintained during the study
and transferred to the laboratory archives upon study
termination:

Protocol and protocol amendments (if any)

Final report and amendments (if any)

Study correspondence

Animal and glove receipt data

Test article receipt, identification as supplied by

Sponsor, preparation, administration, and disposition

f. Test animal information: number, sex, source, strain,
and age and glove identification information

g. Pretest body weights

h. General clinical signs

oo o
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2. Data Storage

3. Data Reporting

4. Report
Submission:

i.

Other pertinent data

All raw data, the protocol, analytical data and final report
will be retained at the laboratory in the archives.

The final report will include:

a.
b,
c.

Statement from the Quality Assurance Unit
Signature of the Study Director

A GLP Compliance Statement signed by the Study
Director '

d. Names of scieniizic personnel involved in the study

w

Dates of study initiation and termination
Identification, description, preparation, and storage of
the test article

All pertinent animal data, animal husbandry, dosing
information, and observation methods as well as glove
information

Description of the dosing and sampling procedures
Body weights

General clinical signs

Results of glove analysis

The protocol as appendix

A final report will be submitted after termination of the
analytical portion of the study.
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G-/5-06

ng% - # Exponent
EA {}ﬁ%}ﬁfgé 1730 Rhode Island Ave., NW
Suite 1100

Washington, DC 20036

telephone 202-772-4000
facsimile 202-772-4979
WWW,!:XPOI’! 2n.comn

June 12, 2006

George LaRocca

Product Manager 13

Registration Division

U.S. Environmental Protection Agency
Office of Pesticide Programs
Document Processing Desk

Room S-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Subject:  Meeting Request
Project No. WD00758.000

Dear Mr. LaRocca:

On behalf of our client Sergeant’s Pet Care Products, Inc. (2637 South 158" Plaza, Suite 100,
Omaha, Nebraska 68130-1703, EPA Company Number 2517), Exponent 1s submitting a request to
meet with appropriate EPA staff to discuss additional information to upgrade to acceptable three
Etofenprox studies (MRID #46082302, MRID #45869402, and MRID #45869401). Additionally,
Exponent wants to discuss the conduct of a new dislodgeability study in dogs with cyphenothrin.
Finally, Exponent wants to discuss the pending cyphenothrin registrations. Please find enclosed a
meeting agenda, information to upgrade the three etofenprox studies, and a draft protocol for the
new dislodgeability study.

Exponent proposes meeting with you and other appropriate EPA staff for one-hour on one of the
following days: June 21, 2006 or June 22, 2006. Please let us know what day and time is most
convenient for EPA.

Please note that the enclosed information includes information claimed as CONFIDENTIAL , ,
BUSINESS INFORMATION (CBI). This information is marked as CBI and should not be-releédsed to
any third party. e
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George LaRocca
June 12, 2006
Page 2

We appreciate the Agency’s continued efforts on this project. If you have any questions, please

contact me at (202) 772-4932,

Sincerely,

James Messina
thorized Representative of
Sergeant’s Pet Care Products, Inc.

Enciosures (2)
cc: Bob Scharf, Sergeant’s

Larry Nouvel, Nouvel & Associates
Rick Tinsworth, Exponent
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FHponent’ —

1730 Rhode bshand Ave,, NW

II.

iII.

V.

Sulte tioo

Washingion, DC 20036

telephone z02-772-4000
facsimile 202-772-4979

TWWW.ERPOACIIL.COMm

Sergeant’s Pet Care Products
EPA Meeting Agenda
June 21 or 22, 2006

Introductions

Sergeant’s Pet Care Products, Inc. Etofenprox Studies and Cyphenothrin registration
actions

Discuss information to upgrade Etofenprox studies
a. See attached information to upgrade the following studies:
1. MRID 46082302
ii. MRID 45869402
iii. MRID 45869401

Discuss the conduct of a new dislodgeability study
a. See attached draft protocol
1. Cyphenothrin

ii. Dog
Discuss Pending Cyphenothrin Registrations
a. 2517-IN
b. 2517-IL
¢. 2517-ON
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Sergeant’s Pet Care Producis
EPA Meeting Agenda
Fune 21 or 22, 2006

IR Introductions
Il Sergeant’s Pet Care Products, Ine. Etofenprox Studies and Cyphenothrin registration
actions
I Diseuss information to upgrade Etofenprox studies
2. See attached information to upgrade the following studies:
1. MRID 46082302
11, MRID 43869402
1. MRID 45869401
V.  iscuss the conduct of a hew dislodgeability study
2. See attached draft protocol
i. Cyphenothiin
1. Dog
Y, Discuss Pending Cyphenothrin Registrations
a. 2517-IN
b, 2517-IL
c. 2517-ON
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Exponent

Eponent’ e Rhede nd Ave, N

Sutte tto0
Washington, DC 20036

March 17, 2006 telephone 202-772-4900

facsimile 202-772-40%9
WWW.EXPORENL. S0

George LaRocca

Product Manager 13

Registration Division

U.S. Environmental Protection Agency
Office of Pesticide Programs
Document Processing Desk

1801 South Bell Street

Room 266A, Crystal Mall 2

Arlington, VA 22202

Subject:  March 9, 2006 Meeting Minutes R
Project No. WDO00758.000 ce

Dear Mr. LaRocca:

On behalf of our client Sergeant’s Pet Care Products, Inc. (2637 South 158" Plaza, Suite 100,
Omaha, Nebraska 68130-1703, EPA Company Number 2517), Exponent is submitting meeting
minutes from our March 9, 2006 meeting with the Agency.

If you have any questions, please contact me at (202) 772-4932.

Sincerely,
A

J.; ; ‘\ P
/ James Messina
- Authorized Representative of

L Sergeant’s Pet Care Products, Inc.
Enclosures (1)

¢c: Linda Deluise, EPA
Marion Johnson, EPA
Christina Swartz, EPA
Wade Britton, EPA
Karlyn Bailey, EPA
Lois Rossi, EPA :
Bob Scharf, Sergeant’s
Larry Nouvel, Nouvel & Associates
Rick Tinsworth, Exponent
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1730 Rhode Island Ave.,, NW

E*ponent oo R
Suite 1100
Washington, DC 20034
telephone 202-773-4900
Sergeant’s/EPA Meeting Minutes facsimite 202-772-4979
March 9, 2906 www.exp()ntnt,com
10:00 A.M.
Attendees:
Name Organization Phone Number
Linda DeLuise EPA/RD 703-305-5428
Wade Britton EPA/RD/IB 703-305-5428
Marion J. Johnson, Jr. EPA/RD/IB 703-305-6788
Karlyn Bailey EPA/HED/RAB2 703-308-0004
Christina Swartz EPA/HED/RAB2 703-305-5877
Lois Rossi EPA/RD 703-305-5477
Larry Nouvel Nouvel Inc./Sergeant’s 469-233-2854
Alan Brown Sergeant’s/Sowell & Co, 214-871-3320
Bob Scharf Sergeant’s 402-938-7039
Jim Messina Exponent 202-772-4932
Rick Tinsworth Exponent 202-772-4912

The meeting was opened with intreductions and a sign-in sheet was passed around. Alan
Brown and Bob Scharf gave a general overview of Sergeant’s Pet Care Products, Inc. and
the importance of the pending cyphenothrin spot-on products to their business. They
discussed the missed 2006 market and the direct effects on their business. These effects
include a loss of credibility in the marketplace, loss of revenue for cyphenothrin and
other products of theirs, complete loss of business with a major retailer in the Midwest
that decided to drop Sergeant's preducts because they could not introduce the new

cyphenothrin line of products.

Rick Tinsworth then addressed registration issues. Rick explained that Sergeant’s met
with EPA during 2001 to discuss the dislodgeability study design. At that time, there was
not any approved protocol for the conduct of these type of studies. The Agency gave
feedback to Sergeant’s, although a protocol was not submitted to EPA for review,
Additionally, during 2004 the EPA offered guidance on the risk assessment prepared and
submitted by Sergeant’s. The EPA suggested we use the carbaryl RED approach for the
risk assessment. This approach was used in the risk assessment submitted to EPA.
Recently, Exponent spoke with Jeff Evans of HED, who stated that the source of the
method for the recent EPA spot-on postapplication exposure assessment is SOP 13:
Postapplication Exposure Assessment for Children from Pet Treatments. Qur
understanding is that this SOP is not final but Mr. Evans did provide notes from the
ExpoSac meeting (January 10, 2002}, at which the policy was discussed. These notes
state, “The products that are used to control pests on animals are varied and can include
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dusts, dips and shampoos, collars, spot-ons, and feed-throughs. The Agency is interested
in the use of any of these that results in exposure to children although the Agency
generally is not concerned about feed-throughs and spot-ons based on how they are
used.”

Mr. Tinsworth also discussed the assumption used in EPA’s risk assessment of stroking
the pet 20 times in 2 hours during a 24-hour period. He stated that this seems like an
overestimate to us.

Based on these issues and Sergeant’s efforts to develop data and prepare a risk
assessment based on EPA guidance, we would like the Agency to consider a conditional
registration with the requirement to conduct a new product specific dislodgeability study
on dogs. We would want the EPA to review and approve the protocol for this type of
study, so that all are in agreement on how it is conducted.

Mr. Tinsworth then stated that there are big differences between the etofenprox
dislodgeability studies and the tetrachlorvinphos study that the EPA used. Sergeant’s
studies are on a pyrethroid, spot-on use, gel product, whereas the tetrachlorvinphos study
is an organophosphate, spray product, liquid. We believe that these differences are major
and that the Agency should use the etofenprox studies for the risk assessment.
Additionally, the EPA granted etofenprox registrations to Sergeant’s and a recent
(January 2006) etofenprox registration to Wellmark International. If the Sergeant’s
studies were not sufficient to be used for risk assessment purposes for cyphenothrin, we
asked what did the EPA use for etofenprox. If the EPA used the Sergeant’s studies to
support etofenprox then we believe they should also use them to support cyphenothrin.

Mr. Tinsworth then discussed the comparison table of EPA’s risk assessment approach,
Exponent’s original risk assessment approach (based on Carbaryl RED), and a revised
risk assessment approach based on January 2002 ExpoSac notes. We stated that based on
the summary table the only big difference is the transferable fraction that was used. The
EPA used 5% and Exponent used 0.05% from the 2002 etofenprox dislodgeability study.
Mr. Tinsworth suggested that the EPA could use a transferable fraction of 0.5% to allow
for possible errors in the Sergeant’s study and the MOE’s still would be acceptable.

Ms. Swartz stated that the Wellmark International risk assessment was based on EPA
defaults and that the Agency did not need to rely upon the Sergeant’s studies. She said
that she would look into this and other etofenprox registrations to confirm.

Ms. Swartz then stated that the quality of the studies submitted by Sergeant’s is in
question. The main issue is that Sergeant’s used latex gloves instead of the standard
cotton gloves. Other issues include: LOQ and fortification tables were not provided,
extraction procedures were not provided, recoveries were low (47-54%), and HPLC -
information was not provided. Sergeant’s explained that a method validation study was
submitted to EPA with the studies. The MRID is 4§8 69402. The EPA stated they did
not review the validation study. A copy of the study\was provided during the meeting.
The EPA agreed to review the study and get back to d‘s\._ Additionally, Sergeant’s

-

I
L4

376



explained that out of the two studies submitted, we did not use the study with non-
detects, Instead we used the original study with residues up to 0.05%. Sergeant’s also
explained that latex gloves were used because higher recoveries were obtained as
compared to using cotton. This information is also included in the validation study.

The Agency stated they would look into the guidance to use the Carbaryl RED, they will
review the validation study, and they will look at the toxicology endpoint information.
They Agency agreed to have an internal meeting once they complete the above work.

Mr. Tinsworth emphasized that the registrations are important and that if the Agency can
look into them and grant them (even if they were conditional), we would appreciate it.

Sergeant’s thanked EPA for taking the time to meet with them and then the meeting was
adjourned.

T



Chiistina Lois Rossi/DCAUSEPAUS@EPA, George
Swartz/DC/USEPA/US To LaRocca/DC/USEPA/US@EPA, Marion
. Johnson/DC/USEPA/US@EPA
US10/2000 G5:17 Fh¢ Wade Britton/DC/UISEPA/US@EPA, Karlyn-J
Bailey/DC/USEPA/US@EPA

bee
Subject cyphenothrn

Lois, George, Marion,
Just wanted to update you on the status of the etofenprox study reviews {Sergeant’s/Exponent wanted to
use these studies to support their product w/cyphenothrin).

The review of the first study has been completed/posted to the database. Wade is in the process of
reviewing the second study, and should be able 10 complete it shorily, and after | send him a bean. The
glove validation study they brought to the meeting has just been reviewed by RAB3, and we did not agree
that it could be used to render the other study (or the one Wade is reviewing) acceptable. Jack Arthur
remembers discussing the study design with the registrant, but is not aware that a protocol was actually
submitted as a follow-up. | spoke with him briefly yesterday, and he said that for the etofenprox review,
they went with the 5% transfer, also based on the TCVP study that Wade cited in his review.

Bob Scharf e-mmailed me a table today comparing application rates, and they are similar to or lower than
others on the market when normalized to the weight of the dog, so0 my understanding that their application
rates were higher is incorrect. Wade concurred with what Bob sent me.

The other follow-up note 1 have is to touch base with Jeff Evans {when he gets back) regarding what
about the carbaryl RA would be relevant for cyphenothrin.

I've attached the reviews that are available so far.

Yours,
Christina

D298228amemwpd D2968228.mem wpd

Christina Swariz

US EPA, Office of Pesticide Programs
Health Effects Division

Phone: 703 305 5877

Fax: 703 305 5147

e-maijl: Swartz.Christina@epa.gov
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IIL

IV,

VI

Sergeant’s/EPA
Meeting Agenda
Proposed Meeting Dates/Times
March 9, 2006
10:90 AM

Introductions

Sergeant’s Company Update

a. Urgency of resolving issues and obtaining registrations
1. Loss of customers and revenue
ii. Damage to reputation in marketplace

Cyphenothrin Spot-On for Dogs
a. EPA File Symbol 2517-IN and 25617-IL
b. Use of use-specific and chemical class-specific dislodgeability data (MRID
45869401 and 46082302)
i. EPA reviews
1i. EPA issues

Cyphenothrin + IGR Squeeze-On for Dogs
a. EPA File Symbol 2517-IN
b. Use of use-specific and chemical class-specific dislodgeability data (MRID
45869401 and 46082302)
1. EPA reviews
ii. EPA issues

Cyphenothrin + Methoprene Squeeze-Ou for Dogs
a. EPA File Symbol 2517-ON
b. Use of use-specific and chemical class-specific dislodgeability data (MRID
45869401 and 46082302)
i. EPA reviews
ii. EPA issues

Conclusions
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Table 1. Comparison of Exposure and Risk Assessment Approaches for Cyphenothrin Spot-On Produect

EPA SOP — tetrachlorvipphos
spray-on study
(EPA Ian 2002 ExpoSac notes)

EPA SOP - ctofenprox spot-on
study
(EPA Jan 2G02 ExpoSac notes)

Exponent approach in 2004
cyphenothrin assessment
(based on EPA 2003 carbary! RED)

Dermal Postapplication Exposure for Cyphenothrin Spot-on Products (Day of Treatment)

Standard dog size 30 1b; 5986 cm’ 30 Ib; 5986 cm’ 30 1b; 6000 cm®
| Amount applied 645 mg 645 mg 645 mg
Hug surface area 1875 cm® 1875 cm’

Not applicable

Transferable fraction

5% (dislodgeable fraction from
tetrachlorvinphos pump-spray)

0.05% (fraction of applied etofenprox
spot-on removed on day of treatment)

0.05% (fraction of applied etofenprox
spot-on removed on day of treatment)

Dermal absorption

20%

20%

20%

Body weight

15 kg

5 ke

15 kg

Exposure calculation

(645 mg x 5%)/5986 cm”® x 1875 cm®
x 20% /15 kg =10.135 mg/kg/d

(645 mg x 0.05%)/5986 cm® x 1875
em® x 20% /15 kg = 0.00135

mg/kg/d

645 mg x 0.05% x 20% / 15 kg =
0.0043 mg/kg/d

MOE
OAEL = 10 mg/kg/d)

74

7,400

2,300

Oral Postapplication Exposure for Cyphenethrin Spot-on

Products (Day of Treatment)

Standard dog size

30 Ib; 5986 cm’

30 1b; 5986 cm’

30 1b; 6000 cn1’

_ Amount applied

645 mg

645 mg

645 mg

Transferable fraction

5% (distodgeable fraction from
tetrachlorvinphos pump-spray)

(.05% (fraction of applied etofenprox
spot-on removed on day of treatment)

0.05% (fraction of applied etofenprox
spot-on removed on day of treatment)

Contact area

20 cm*/event

20 cm/event

20 cm*/event

Contact frequency 20 events/hr 20 events/hr I event/day
Exposure duration 2 hr/day 2 hr/day Not applicable
Saliva extraction 50% 50% 50%

Exposure calculation

(645 mg x 5%)/5986 cm® x 20 cm?/ev
x 20 ev/hr x 2 he/d x 50% / 15 kg =

{645 mg x 0.05%)/5986 cm?® x 20
em*/ev x 20 ev/hr x 2 hr/d x 50% / 15

(645 mg x 0.05%)/6000 cm’ x 20
em?/ev x 1 evid x 50% /15 kg =

0.144 mg/ke/d kg = 0.00144 mg/kg/d 0.0000358 ma/kg/d
MOE 70 7,600 279,000

(NOAEL = 10 mg/kg/d)

Total MOE 36 3,600 2,300
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PART 1. COMPARISON OF 2002 AND 2003 ETOFENPROX POST-TREATMENT

STUDIES
2002 Study 20603 Study
Number of cats 8 cats 8 cats
Weight of cats 1.5-64kg 20-48kg
Doses 4 groups, based on animal weight: 2 groups (<2.6 kg, >4.6 kg) at dose
e 0.4 mL (237.7 mg) rate of 330 mg/kg BW:
¢ 0.8mL (475.5 mg) ¢ 1.1-1.4 mL (~700 mg)
o 1.2mL (713.2 mg) o  2.6-2.7 mL (~1480 mg)
o 2.75mL (1634.4 mg)
Conclusion Low level residues detected on No detected residues on gloves at 4

gloves detected at 4 hours post-
treatment (0.12 ~ 0.27 mg) and 24
hours post-treatment (<0.12 — 0.15
mg). Using adjusted residue data
{1.89X), the percent dislodgeable is
0.05% at 4 hours and 0.03% at 24
hours for the two middle dose
groups (1.e., those that bracket
cyphenothrin dose rate}. Non-
detectable residues (<0.12 mg) were
found at all other sampling times (3
days, 7 days, 22 days, 28 days)

hours, 24 hours or 48 hours after
dosing. The LOD seems to be 0.12
mg (although this should be
confirmed). At Y LOD, using
adjusted data (1.97X) the maximum
percent dislodgeable would be
estimated as 1.97 x 0.06 mg/ 616
mg = 0.02%.,

The data from these studies are essentially consistent. The 2002 data, which indicate low
detectable levels at 4 and 24 hours post-treatment, result in the more conservative estimate of
exposure. A further advantage of the 2002 study is that sampling was conducted up to 28 days
post-treatment, which allows estimation of exposure over the “long-term”.

In conclusion, the maximum percent dislodgeable observed in these two studies is 6.05% at 4
hours post-treatment.
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I1.

138

IV,

VL

Sergeant’s/EPA
Mecting Agenda
Proposed Meeting Dates/Times
March 1, 2, 3, 2006
Morning Meeting

Introductions

Sergeant’s Company Update
a. Urgency of resolving issues and obtaining registrations
1. Loss of customers and revenue ; ;
11. Damage to reputation in marketplace s
Cyphenothrin Spot-On for Dogs
a. EPAFile Symbol 2517-IN and 25617-IL
b. Use of use-specific and chemical class-specific dislodgeability data (MRIB
45869401 and 46082302} .
i. EPA reviews
1. EPA issues

RN Y

Cyphenothrin + IGR Squeeze-On for Dogs
a. EPA File Symbol 2517-IN
b. Use of use-specific and chemical class-specific dislodgeability data (MRID
45869401 and 46082302)
1. EPA reviews
1. EPA issues

Cyphenothrin + Methoprene Squeeze-On for Dogs
a. EPA File Symbol 2517-ON
b. Use of use-specific and chemical class-specific dislodgeability data (MRID
45869401 and 46082302)
1. EPA reviews
1. EPA 1ssues

Conclusions




Marion To George LaRocca/DCAUSEPAAIS@EPA
Johnegon/DC/USEPAIUS

02/08/2006 02:16 PM

CC

bce
Subject Fw: cyphenothrin risk assessment

FY] 1

Marion J. Johnson, Jr.,

Chief, Insecticide Branch

U.8. Environmental Protection Agency
Office of Pesticide Programs
Registration Division

(703) 305-6788 (tel.)

(703} 305-6596 (fax)
johnson.masion@epa.gov

visit; hitp://'www.epa.gov/pesticides

- Forwarded by Marion Johnson/DC/USEPA/US on 02/09/2006 02:14 PM —---

Christina

Swartz/DCAISEPANS To Lois Rossi/DC/USEPA/US@EPA, Marion
Wade Biitton/DC/USEPA/US@EPA, Catherine
Eiden/DCAUSEPANIS@EPA

Subject cyphenothrin risk assessment

Lois, et. al.,

Please see the attached risk assessment document prepared by Wade, for the proposed use of
cyphenothsin on pets. The RA also includes the existing uses. As a point of clarification (and as |
discussed with you Lois), the target MOE here is shown to be 100 for all scenarios, but would be 1000 for
adult handiers {due to the lack of an acceptable developmental toxicity study). Since adult handler MOEs
were all much greater than 1000, the conclusions of the memo don't change. RAB2 would like to prepare
an additional document that includes the executive summaries of the toxicity studies that were reviewed,
including the 2 unacceptable developmental toxicity studies. We will be happy to provide additional
guidance on what additional data (e.g., potentially a dermal toxicity study) or other options {such as
lowering the application rate} might be used to alleviate the risk concerns for postapplication exposure {0
toddlers.

Please let me know if you need more information.

Yours,
Christina

e

D317077MEM.doc
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Christina Swartz

US EPA, Office of Pesticide Programs
Health Effects Division

Phone: 703 305 5877

Fax: 703 305 5147

e-mail: Swartz. Christina@epa.gov
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

Agenct

OFFICE OF PREVENTICN, PESTICIOES
AND TOXIC SUBSTANCES

Date: November 30, 2004

MEMORANDUM g
g

Subject:

From:

To:

Applicant:

EPA File Symbol: 2517~{SERGEANT'S CYPHENOTHRIN SQUEEZE-

ON FOR DOGS “&
DP Barcode: D305953#

Decision No.: 345654

PC Code: 129013 Cyphenothrin (CAS #39515-40-7)

Byron T. Backus, Ph.D. 0"6&5‘-»([\~ @ °_"O_%

Technical Review Branch (4 [’3 > [ Lo o‘i—
Registration Division (7505C) . , /L
b

Linda DelLuise/George LaRocca RM 13
Insecticide Branch
Registration Division (7505C)

SERGEANT'S PET CARE PRODUCTS, INC.

FORMULATION DECLARATION FROM LABEL:

Active Ingredient(s): "% by wt
Cyphenothrin (CAS #39515-40-7).....ccccoviiiiiiiiei e 40.0%

Nt INGrEAIENES ... ettt e e e s e e e e e 60.0%
Total: 100.00%

Page 1 of 29
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|Cyphenothrin 46%)
EPA File Symbol 2517-IL: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

ACTION REQUESTED:

The Risk Manager requests:

Waliver request [for] acute inhalation; refer to 2517-IN for other studies and
companion animal [study].

BACKGROUND:

The data cited and previously reviewed (for EPA File Symbol 2517-IN) includes an
acute oral LD, study (rat, up-and-down procedure, defaulting to an acute toxic class
procedure, MRID 46166103), acute dermal LD, study (rat; MRID 46166104); primary
eye irritation study (rabbit; MRID 46166105); primary dermal irritation study (rabbit;
46166106) and a dermal sensitization study (guinea pig; 46166107), as well as a
companion animal safety study in dogs (MRID 46166108). The five acute toxicity
studies were conducted at Product Safety Labs, New Jersey. The companion animal
safety study was conducted at Stillmeadow, Inc. In addition, there is a waiver request
for an inhalation study. All studies were conducted on Cyphenothrin-IGR Squeeze-On
for Dogs, a clear light yellow liquid with a specific gravity of 1.0681 g/mL, containing
39.87% Gokilaht {Cyphenothrin), 3.00% Methoprene and 2.00% Nylar.

RECOMMENDATIONS:

1. The companion animal {(dog) safety study in MRID 46166108 has been reviewed and

has been classified as acceptable for puppies (12 weeks and older) and adult dogs.
It is concluded that there is an adeguate margin of safety (at least 5X) between the
exposure associated with the proposed use level for this formulation in dogs, and
that at which significant adverse systemic effects (not seen in this study, but which

might include ear twitching, muscle tremors, drooling) may occur. For dermal effects

an effect was observed in one puppy in Group It (treated at essentially a 7.5X dose

level), but in none of the other dogs (including the puppies in Group I, dosed at 1.5X)

indicating a reasonably low potential for this effect in dogs treated at the proposed
use level.

2. Itis noted that the test material in the companion animal (dog) safety study was
supplied in (and applied from} unidose 1.5 mL ampules. However, the report states
that the mean volume delivered from a single 1.5 mL ampule was 1.17 mL, and the
registrant is proposing packaging this product in 3.0 and 4.5 (as well as 1.0 and 1.5)
mL tubes. This is acceptable only if the 3.0 mL {ubes deliver no more than 2.34 (2 x
1.17) mL and the 4.5 mL tubes deliver no more than 3.51 (3 x 1.17) mL.

3. The five acute toxicity studies have been reviewed and classified as acceptable. In
addition, TRB has no objection to the registrant’'s waiver request for an acute
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inhalation study, based on the product form (a liquid), its proposed packaging (1.0,
1.5, 3.0 or 4.5 mL tubes or ampules), the method of application (as a spot-on or
stripe-on to the dog’s back}, and the relatively low inhalation toxicity of technical
Cyphenothrin (one report from the open literature gives a rat LC50 of 1.85 mg/L, or
EPA toxicity category 1ll; extrapolating from this the inhalation LC50 value for a 40%
Cyphenothrin-60% inert product would then be greater than 4 mg/L, or EPA toxicity
category 1V by this exposure route).

4. Based on the results of the acute toxicity studies, the following is the acute toxicity
profile for EPA File Symbol: 2517-ll. SERGEANT'S CYPHENOTHRIN SQUEEZE-
ON FOR DQOGS. The signal word of the product would be CAUTION, as proposed
by the registrant:

Study Type Tox. Cat. Classification & MRID #
Acute Oral LDy, (rat) ] Acceptable (#46166103)
Acute Dermal LD, (rat) T Acceptable (#46166104)
Acute Inhalation L.C,, Vv Waived

Primary Eye Irritation (rabbit} I Acceptable (#46166105)
Primary Dermal Irritation (rabbit) Vv Acceptable (#46166106)
Dermal Sensitization (guinea pig)  Negative Acceptable (#46166107)

5. Based on the acute toxicity profile and proposed uses, the following is the
precautionary labeling for this product, as obtained from the Label Review System:

PRODUCT ID #: 002517-00085
PRODUCT NAME: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS
PRECAUTIONARY STATEMENTS

SIGNAL WORD: CAUTION

Hazards to Humans and Domestic Animals:

Harmfui if swatlowed or absorbed through skin., Causes moderate eye irritation. Avoid contact with skin,
eyes or clothing. Wash thoroughly with soap and water after handiing.

First Aid:

If on skin:

-Take off contaminated clothing.

-Rinse skin immediately with plenty of water for 15-20 minutes.
-Call a poison contrel center or dector for treatment advice.

If swallowed:

-Call a poison control center or doctor immediately for treatment advice,
-Have person sip a glass of water if able to swatiow.

-Do not induce vomiting unless told to by a poison control center or doctor,
-Do not give anything to an unconscious person.
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{Cyphenothrin 40%)
EPA File Symbol 2517-IL: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

If in eyes:

-Hold eye open and rinse slowly and gently with water for 15-20 minutes.
-Remove contact lenses, if present, after the first 5 minutes, then continue #insing.
-Call a poison control center or doctor for treatment advice.

NOTE TO PHYSICIAN: Note to PM/CRM/Registrant; The propesed labei should contain a “Note to
Physician”. The following statements are suggested types of information that may be included, If
applicable: - technical information on symptomatology; - use of supportive treatments to maintain life
functions; - medicine that will counteract the specific physlological effects of the pesticide; - company
telephone number to specific medical personnel who can provide specialized medical advice.

Page 4 of 29
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[Cyphenothrin 40%]
EPA File Symbol 2517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D. Date: November 19, 2004
Risk Manager (EPA). 13

STUDY TYPE: Acute Oral Toxicity - Rat; OPPTS 870.t100; OECD 425

TEST MATERIAL (% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666 t03) this
contained 38.87% Gokilaht (Cyphenothrin}, 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was t.061 g/mL.
The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IL
Sergeant’s Cyphenothrin Squeeze-On for Dogs (although this product does not contain either
Nylar or Methopreng) with a label declaration of: Cyphenothrin 40.0%.

CITATION: Moore, G. (2003} Acute Oral Toxicity Up and Down Procedure in Rats:
Cyphenothrin-IGR Squeeze-On for Dogs. Project Number: 13320, P320/UDP. Unpublished
study prepared by Product Safety Labs, Food Product Laboratory and Silliker Laboratories of
New Jersey, [nc. 16 p. Study Completion Date: May 20, 2003. MRID 46166103.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In an acute oral toxicity study (MRID 46166103), conducted using the
up-and-down procedure but defaulting to the acute toxic class method, Cyphenothrin-IGR
Squeeze-On for Dogs (2824) MGK GLP Project #1683A - Lab Prepared, a clear, light yellow
liquid with a specific gravity of 1.06 t g/mL containing 39.87% Gokilaht (Cyphenothrin), 3.0%
Methoprene and 2.00% Nylarwas administered by oral gavage at 2000 mg/kg to a single
Sprague-Dawley derived S-week-old albino fasted (overnight) female rat. When this rat
survived, four additional fasted (overnight) female rats of the same strain, age, body weight
range (164-t82 g) and source (Ace Animals, Inc., Boyertown, PA} were also dosed at 2000

mg/kg.

On the day of dosage rats were ohserved for several hours for mortality and signs of gross
toxicity for several hours post-dosing. They were then observed at [east once a day for the
remainder of the t4-day observation period.

On the day of dosage rats were observed at least 3 times within the first 4 hours after dosing
for clinical signs of toxicity and mortality and then at least once daily for the remainder of the
t4-day observation period. Individual body weights were recorded just prior to dosing (Day 0)
and ondays 7 and 14. Individual body weights were recorded predosing and on days 7 and 14.

Two rats died within 24 hours of dosage with no clinical signs observed prior to death. Two rats
which survived showed reduced fecal volume, ventral staining and hypoactivity, with recovery

by Day 4. All survivors gained weight in the period from Day O (predose) to Day 7 and again
from Day 7 to 14.
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[Cyphenothrin 40%]
EPA File Symbol 2517-11.: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR POGS

Postmortem necropsy findings in the rats which died showed discoloration of the lungs and
intestines and fluid filled stomachs. Gross necropsy findings in rats surviving to terminal
sacrifice were unremarkable.

Estimated Oral LD, in female rats > 2000 mg/kg.

EPA File Symbol 2517-IL Sergeant’s Cyphenothrin Squeeze-On for Dogs (containing 40%
Cyphenothrin) is in EPA Toxicity Category Il based on the results of testing of a liquid with a
specific gravity of 1.061 g/ml. containing 40% Cyphenothrin, 2% Pyriproxyfen (Nylar) and 3%
Methoprene, based on the observed [.Ds, (>2000 mg/kg) in female rats.

This acute oral study is classified as acceptable. It does satisfy the guideline requirement for
an acute oral study (OPPTS 870.1100; OECD 425) in the rat.

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance {p. 16), and [No}

Data Confidentiality (p. 2) statements were provided.
RESULTS and DISCUSSION:

AOT425statpgm (Version: 1.0) Test Results and Recommendations
Acute Oral Toxicity (OECD Test Guideline 425) Statistical Program

Date/Time: Friday, October 15, 2004, 4:37:11 PM
Data file name: Cyphenothrin-IGR.dat
L ast modified: 10/15/2004 4:37:11 PM

Test/Substance: Cyphenothrin-IGR
Test type: Limit Test

Limit dose (mg/kg): 2000
Assumed LD50 (mg/kg): Default
Assumed sigma (mg/kg). 0.5

DATA:

Test Animal Dose Short-term Long-term
Seq. ID (mg/kg) Result Result

1 8040 2000 O O
2 8198 2000 O O
3 8239 2000 O O
4 8372 2000 X X
5 09407 2000 X X

(X = Died, O = Survived)

Dose Recommendation: The [imit test is complete.
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[Cyphenothrin 40%|
EPA File Symbol 2517-1L: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

SUMMARY OF LONG-TERM RESULTS:

Pose O X Total

2000 3 2 5

AllDoses 3 2 5
Statistical Estimates:

The 1.DS0 is greater than 2000 mg/kg.

. Mortality/Numbor Tested

1 ‘Females . - Combined -

2000 - 215 -

Statistics - Not necessary to compute the oral |.Dy,.
A. Mortality - As noted in the table above.

B. Clinical observations - Two rats died within 24 hours of dosage with no clinical signs
observed prior to death. Two rats which survived showed reduced fecal volume, ventral staining
and hypoactivity, with recovery by Day 4. All survivors gained weight in the period from Day 0
(predose) to Day 7 and again from Day 7 to 14.

C. Gross Necropsy - Postmortem necropsy findings in the rats which died showed
discoloration of the lungs and intestines and fluid filled stomachs. Gross necropsy findings in
rats surviving to terminal sacrifice were unremarkable.

D. Reviewer's Conclusions: The study is acceptable. EPA File Symbol 2517-IL Sergeant’s
Cyphencthrin Sgueeze-On for Dogs (containing 40% Cyphenothrin) is in EPA toxicity category
111 for oral toxicity based on the results from testing a clear, light yellow liquid with a specific
gravity of 1.061 g/ml. containing 40% Cyphenothrin, 2% Pyriproxyfen (Nylar} and 3%
Methoprene based on the observed LDg, (2000 mg/kg) in female rats.

E. Deficiencies - None

Page 7 of 29

293



[Cyphenothrin 40%]
EPA File Symbol 2517-IL: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D, Date: November 22, 2004
Risk Manager (EPA): 13

STUDY TYPE: Acute Dermal Toxicity - Wistar rats - OPPTS 870.1200; OECD 402

JEST MATERIAL (% a.i.): Cyphenothrin-iGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nytar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL.
The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IL
Sergeant’s Cyphenothrin Squeeze-On for Dogs (although this product does not contain either
Nylar or Methoprene) with a tabel declaration of Cyphenothrin 40.0%.

CITATION: Moore, G. (2003) Acute Dermal Toxicity Study in Rats - Limit Test: Cyphenothrin-
IGR Squeeze-On for Dogs. Project Number: 13321, P322. Unpublished study prepared by
Product Safety Labs, Food Product Laboratory and Sitliker Laboratories of New Jersey, Inc. 16
p. Study Compietion Date: May 20, 2003. MR 46166104,

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapciis, MN 55427

EXECUTIVE SUMMARY: In an acute dermal toxicity study (MRID #46166104), a group (5M &
5F) of Sprague-Dawiey derived aibino rats (source: Ace Animals, In¢., Boyertown, PA; Males:
300-318 g; Females: 178-204 g; young adult [indicated by body weight data]) were dermaliy
exposed (approximately 10% of body surface) for 24 hrs to 2000 mg/kg of undituted
Cyphenocthrin-IGR Squeeze-On for Dogs, a clear, light yellow liquid with a specific gravity of
1.061 g/mL containing 39.87% Cyphencthrin, 3.00% Methoprene and 2.00% Nylar
(Pyriproxyfen). The test material was held in contact by a gauze pad and Durapore tape.

Rats were cbserved several times after application on day 0 and once daily thereafter for 14
days. Individual body weights were recorded just prior to dosing (day 0) and on days 7 and 14.

There was no mortality and there were no signs of systemic toxicity. Three males showed
some dermal irritation (erythema and/or edema) with clearing by day 2. All rats gained weight
from day 0 to 7 and from day 7 to 14.
No gross abnormalities were observed at post-sacrifice necropsy.
Dermal LD, Males > 2000 mg/kg (0/5 died)

Females > 2000 mg/kg (0/5 died)

Combined > 2000 mg/kg (0/10 died)
Cyphenothrin-|GR Squeeze-On for Dogs (containing 40% Cyphenothrin) is in EPA toxicity
category it in terms of dermal toxicity based on the testing of Cyphenothrin-IGR Squeeze-On
for Dogs (2824) MGK GLP Project #1683A - Lab Prepared, a ciear, light yellow fiquid with a
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ICyphenothrin 40%]
EPA File Symbol 2517-1L: SERGEANT'S CYPHENGTHRIN SQUEEZE-ON FOR DOGS

specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00%
Nylar with a rat 1.D;, > 2000 mg/kg,

This acute dermal study is classified as acceptable. It does satisfy the guideline requirement
for an acute dermal study (OPPTS 870.1200; OECD 402) in the rat.

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 16}, and [No]
Data Confidentiality (p. 2) statements were provided.

RESULTS and DISCUSSION:

o | 0 MortalityNumberTested

 Dose (mgkg bw)

~ males |  Females |  Combined _

Statistics - Not necessary to compute the dermal LD,

A. Mortality - None, as noted in the table above.

B. Clinical observations - There were no signs of systemic toxicity. Three males showed
some dermal irritation (erythema and/or edema) with clearing by day 2. All rats gained weight
from day O to 7 and from day 7 to 14.

C. Gross Necropsy - No gross abnormalities were observed at post-sacrifice necropsy.

D. Reviewer’s Conclusions: The study is acceptable. Cyphenothrin-IGR Squeeze-On for
Dogs {containing 40% Cyphenothriny is in EPA toxicity category I1l in terms of dermal toxicity
based on the testing of Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - Lab Prepared, a clear, light yellow liquid with a specific gravity of 1.061 g/mL
containing 38.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar with a rat LD, > 2000
mg/kg.

E. Deficiencies - None
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iCyphenothrin 40%j
EPA Fite Symboi 2517-1: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D. Date: November 23, 2004
Risk Manager (EPA): 13

STUDY TYPE: Primary Eye Irritation - NZW Rabbit, OPPTS 870.2400; OECD 405

TEST MATERIAL {% a.i.}: Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GI.P Project
#1683A - Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this
contained 38.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL.
The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IN
Sergeant’'s Cyphenothrin Squeeze-On for Dogs (although this product does not contain
Methoprene or Pyriproxyfen) with a label declaration of Cyphenothrin 40.0%.

CITATION: Moore, G. (2003) Primary Eye Irritation Study in Rabbits: Cyphenothrin-IGR
Squeeze-On for Dogs. Project Number: 13322, P324. Unpublished study prepared by Product
Safety [Labs, Food Products Laboratory and Silliker Laboratories of New Jersey, Inc. 17 p.
Study Completion Date: May 20, 2003. MRID 46166105.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In a primary eye irritation study (MRID 46166105), 0.1 mL of
undiluted Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific
gravity of 1.061 g/mL containing 38.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
{Pyriproxyfen), was instilled into the conjunctival sac of one eye of each of 3 adult New Zealand
White Rabbits (weights: not reported; ages: young adult; source: Davidson’s Mill Farm, South
Brunswick, NJ), with observations and scoring at 1, 24, 48 and 72 hours after instillation.

No corneal opacity was observed (with 2% ophthalmic fluorescein sodium used at 24 hours to
verify the absence of comeal opacity at that reading). 3/3 eyes were positive for conjunctival

redness (score of 2) at 1 and 24 hours. All eyes were completely clear (all scores zero) at 72
hours,

Cyphenothrin Squeeze-On for Dogs {(containing 40% Cyphenothrin) is in EPA toxicity category
Il for eye irritation, based on the findings (presence of grade 2 conjunctival redness in 3/3 eyes
at 24 hrs with subsequent clearing by 72 hrs) from a study with Cyphenothrin-IGR Squeeze-On
for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/mL containing 39.87%
Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen).

This study is classified as acceptable. It does satisfy the guideline requirement for a primary
eye irritation study (OPPTS 870.2400; OECD 405) in the rabbit.

COMPLIANCE: Signed and dated GL.P Compliance (p. 3), Quality Assurance (p. 17), and [No]
Data Confidentiality (p. 2) statements were provided.
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[Cyphenothrin 40%)
EPA File Symbol 2517-IL: SERGEANT’S CYPHENCTHRIN SQUEEZE-ON FOR DOGS

RESULTS AND DISCUSSION:

Number "positive"/number tested "
Observations 1 hr 24 hrs? 48 hrs 72 hrs “
‘ Comeal Opacity 0/3 0/3 0/3 0/3
Iritis 0/3 0/3 0/3 0/3 "
Conjunctivae: "
]L Redness’ 3/3 3/3 0/3 0/3 “
Chemosis’ 0/3 0/3 0/3 0/3
|L_Discharge’ 3/3 0/3 0/3 0/3 ‘”

Score of 2 or more considered positive
“Fluorescein staining was used to verify the absence of corneal opacity.

A. Observations - No systemic effects were observed. 3/3 eyes were positive for conjunctival
redness (score of 2) at 1 and 24 hours. All eyes were completely clear (all scores zero) at 72
hours.

B. Reviewer’s Concluslons: The study adequately defines a Toxicity Category [I| hazard
potential in terms of eye exposure potential for Cyphenothrin Squeeze-On for Dogs {(containing
40% Cyphenothrin) based on the findings of this study conducted on Cyphenothrin + IGR
Squeeze-On for Dogs, a clear, light yellow liquid with a specific gravity of 1.06t g/mL containing
38.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen).

C. Deficiencies - None
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iCyphenothrin 40%;{
EPA. Fite Symbol 2517-1L: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D, Date: November 23, 2004
Risk Manager (EPA): 13

STUDY TYPE: Primary Dermal Irritation - NZW Rabbit; OPPTS 870.2500; OECD 404

TEST MATERIAL (% a.l.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLF Project
#1683A - Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL.
The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IL
Sergeant’s Cyphenothrin Squeeze-On for Dogs (although this product does not contain
Methoprene or Pyriproxyfen) with a label declaration of Cyphenothrin 40.0%.

CITATION: Moore, G. (2003) Primary Skin Irritation Study in Rabbits: Cyphenothrin-IGR
Squeeze-On for Dogs. Project Number: 13323, P326. Unpublished study prepared by Product
Safety Labs, Food Products Laboratory and Silliker Laboratories of New Jersey, Inc. 17 p.
Study Completion Date: May 20, 2003. MRID 46166106,

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In a primary dermal irritation study (MRID 46166106), 0.5 mL
aliquots of undiluted Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a
specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00%
Nylar (Pyriproxyfen), were applied to dermal sites on each of 3 (2M & 1F) young adult New
Zealand White albino rabbits (source: Davidson’s Mill Farm, South Brunswick, NJ) with 4-hour
semioccluded exposure.

After 4 hours, the gauze patch and holding tape were removed. The test sites were scored
(Draize) at 1, 24, 48 and 72 hrs and at 7 and 10 days.

No edema was observed (all scores for edema were zero). All sites scored one for erythema at
1 hour and 2 at 24, 48 and 72 hours. One site scored 2 for erythema on day 7 while the other
two scored 1. All scores were zero on day 10. The Pl (average of scores at 1, 24, 48 & 72 hrs)
=1.75.

Cyphenothrin Squeeze-On for Dogs {containing 40% Cyphenothrin) is in EPA Toxicity Category
IV for dermal irritation effects, based on the findings (Pl of 1.75 and relatively low score {grade
2, characterized as well-defined) for erythema at 72 hrs [EPA Toxicity Category 11l would be
characterized by moderate or grade 3 erythema at 72 hrsj following 4-hr semi-occluded
exposure) from a study conducted on Cyphenothrin + IGR Squeeze-On for Dogs, a clear light
yellow liquid with a specific gravity of 1.081 g/mL coentaining 39.87% Cyphenothrin, 3.00%
Methoprene and 2.00% Nylar (Pyriproxyfen).

This study is classified as acceptable. It does satisfy the guideline requirement for a primary
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ICyphenothrin 40%}
EPA File Symbal 2517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

dermal irritation study (OPPTS 870.2500; OECD 404) in the rabbit.

COMPLIANCE: Signed and dated GLP Compliance {p. 3), Quality Assurance {p. 17), and [No}
Data Confidentiality (p. 2) statements were provided.

RESULTS and DISCUSSION:

A. Observations - No edema was observed (all scores for edema were zero). All sites scored
one for erythema at 1 hour and 2 at 24, 48 and 72 hours. One site scored 2 for erythema on
day 7 while the other two scored 1. All scores were zero on day 10. The P!l (average of scores
at1,24,48 & 72 hrs) = 1.75.

B. Results - The Pl (average of 1, 24, 48 and 72-hour scores) = 1.75 The mean irritation
score on day 3 was 2.0 {erythema: 2.0; edema: 0.0).

C. Reviewer’s Conclusions - Cyphenothrin Squeeze-On for Dogs {containing 40%
Cyphencthrin) is in EPA Toxicity Category 1V in terms of dermal imritation based on the results
from testing with Cyphenothrin-lGR Squeeze-On for Dogs, a clear light yellow liquid with a
specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00%
Nylar (Pyriproxyfen).

D. Deficiencies - None
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[Cyphenothrin 46%]
EPA File Symbol 2517-IL: SERGEANT'S CYPHENCOTHRIN SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D. Date: November 23, 2004
Product Manager {EPA): 13

STUDY TYPE: Dermal Sensitization - albino Guinea Pig, OPPTS 870.2600; OECD 4086, 429

TEST MATERIAL (% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GL.P Project
#1683A - Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL.
The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-1L
Sergeant’s Cyphenothrin Squeeze-On for Dogs (although this product does not contain
Methoprene or Nylar) with a label declaration of Cyphenothrin 40.0%.

CITATION: Moore, G. (2003) Dermal Sensitization Study in Guinea Pigs: Buehler Method:
Cyphenothrin-IGR Squeeze-On for Dogs. Project Number: 13324, P328. Unpublished study
prepared by Product Safety Labs, Food Products Laboratory and Silliker Laboratories of New
Jersey, Inc. 25 p. Study Completion Date: May 20, 2003. MRID 46166107.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In a dermal sensitization study (MRID 46166107) with Cyphenothrin-
IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/mL
containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen), a group
of 20M Hartley albino guinea pigs (373-428 g; young adult; source: EIm Hill Breeding Labs,
Chelmsford, MA) were each dermally exposed (6 hours) to a 0.4 mi. aliquot of test material on a
once-a-week basis for 3 consecutive weeks. After a two week rest period they were then
dermally challenged with 0.4 mL of a 75% w/w mixture of the test material in mineral oil at a
previously unexposed site. An additional 10 previously unexposed male guinea pigs received
were similarly treated. Challenge sites on all 30 guinea pigs were evaluated and scored for
erythema at 24 and 48 hours after the application.

Following challenge, 7/20 previously exposed guinea pigs showed very slight {score of 0.5)
erythema at 24 hours; all scored zero at 48 hours. 4/10 controls showed very slight (score of
0.5) erythema at 24 hours; all scored zero at 48 hours.

The report includes results from a positive control study {PSL. Study #12371) which was
conducted with technical (85%) alpha-Hexylcinnamaldehyde and completed on August 15,
2002. The results (3/10 previously exposed, 0/5 naive control guinea pigs showing a positive
response at challenge) were appropriate. The study dates for the testing with Cyphenothrin-
IGR Squeeze-On for Dogs were from March 13 to April 11, 2003. While slightly outside the 8-
month period indicated in the Guidelines, it is concluded the overall study findings are
acceptable.
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{Cyphenothrin 40%]
EPA File Symbol 2517-1L: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

in this study there were no indications that Cyphenothrin-iGR Squeeze-On for Dogs, a
clear light yellow liquid with a specific gravity of 1.061 g/mL containing 39.87%
Cyphenothrin, 3.00% Methoprene and 2.00% Nyiar (Pyriproxyfen) is a dermal sensitizer.

This study is classified as acceptable. It does satisfy the guideline requirement for a dermal
sensitization study (OPPTS 870.2600; OECD 406, 429) in the Guinea pig.

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance {p. 25), and [No]
Data Confidentiality {p. 2) statements were provided.

. PROCEDURE

A, Induction - Each of 20 male Hartley albino guinea pigs was treated once a week for 3
consecutive weeks to a 8-hour exposure to 0.4 mL undiluted Cyphenothrin-IGR Squeeze-On for
Dogs.

B. Challenge - Twenty-seven days after the first induction exposure 0.4 mL of a 75% wiw
mixture of the test material in mineral oif was applied to a naive site on the right side of each
guinea pig at a previously unexposed site. These sites were evaluated and scored for
erythema at 24 and 48 hours after the challenge application.

C. Naive Controls - At the time the 20 previously induced guinea pigs were challenged, 10
previously unexposed (negative control) guinea pigs were similarly challenged.

. RESULTS and DISCUSSION:

A. Reactions and duration - Following challenge, 7/20 previously exposed guinea pigs
showed very slight (score of 0.5) erythema at 24 hours; all scored zero at 48 hours. 4/10
controls showed very slight (score of 0.5) erythema at 24 hours; all scored zero at 48 hours.

B. Positive control - The report includes results from a positive control study {PSL Study
#12371) which was conducted with technical (85%) alpha-Hexylcinnamaldehyde and completed
on August 15, 2002. The results (3/10 previously exposed, 0/5 naive control guinea pigs
showing a positive response at challenge) were appropriate. The study dates for the testing
with Cyphenothrin-lGR Squeeze-On for Dogs were from March 13 to April 11, 2003, While
slightly cutside the 6-month period indicated in the Guidelines, it is concluded the overall study
findings are acceptable.

C. Reviewer’s Conclusions: Cyphenothrin Squeeze-On for Dogs {containing 40%
Cyphenothrin) is not a dermal sensitizer, based on the resuits from testing Cyphenothrin
+ IGR Squeeze-On for Dogs, a clear light yellow liguid with a specific gravity of 1.061
g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
(Pyriproxyfen) is not a dermal sensitizer.

D. Deficiencies - The final date for the cited positive control study is approximately 7 months
before the initiation of this study. However, TRB can accept the results of this study.

Page 15 of 29

301



EPA Primary Reviewer: Byron T, B'ackus, Ph.D. Signature:

Technical Review Branch, Registration Division {(7805C) Date
EPA Secondary Reviewer: William Dykstra, Ph.D. Signature:
Health Effects Division (7509C}) Date

DATA EVALUATION RECORD

STUDY TYPE: Companion Animai Safety - Dogs OPPTS 870.7200

PC CODES: 129013 {(Cyphenothrin), 129032 {(Nyiar}, 108401 (Methoprene}
DP BARCODE: D305948 RISK MANAGER: (EPA): 13 DECISION NO.:338118

PRODUCT AND TEST MATERIAL: Cyphenothrin-iGR Spot-on for Dogs. [EPA Fite Symboi
2517-IN]; a liquid labeled "Gokilaht Spot-On w/iGR'’s (2824) 40.00% RS-Gokilaht; 3.00% S-
Methoprene; 2.00% Nylar.” According to a certificate of analysis (p. 47 of MRID 46166 108) the
formutation contained 39.87% Gokilaht, 3.00% S-Methoprene and 2.00% Nylar. Packaged in
unidose ampules containing 1.5 mL product.

CITATION: Kuhn, J. (2003) Companion Animal Safety Study in Dogs: Cyphenothrin-iGR Spot-
on for Dogs. Final Report. Project Number 7650/03. Unpublished study prepared by
Stillmeadow, inc. and Miller, Thomas A. 53 p. Study Compietion Date: 20 October 2003. MRID
46166108.

SPONSOR: Sergeant’s Pet Care Products, inc, Omaha, NE 68130-1703.

EXECUTIVE SUMMARY: In a companion animal safety study (MRID 46166108), groups of 12
dogs {from 5 to 9 males in each group} with each group including three t2-week old puppies
weighing 4.1-6. 1 kg, 2 or 3 dogs weighing 6.8-15 kg, 3 or 4 dogs weighing 15.1-29.5 kg, and 3
weighing >29.5 kg) were dosed with: 1) the amount of vehicle contained in a single dose (Group
I, controis); 2) at 1X the label use directions (except for puppies, which were dosed at t.5X} in
Group i1, and 3) at 5X the label use directions (except for puppies, which were dosed at 7.5X)} in
Group tii. Group il dogs were treated five times with one hour between each treatment.

The test material was supplied in unidose 1.5 mL ampules. However, the report states that the
mean volume delivered from one of these ampuies was 1.17 mL. One dose for puppies
consisted of material from a single 1.5 mL ampule (the proposed iabel states that dogs weighing
less than 15 ths [= 6.8 kg] are to be treated with 1.0 mL), for dogs weighing 15-33 ibs (6.8-t5 kg)
it was t.5 mb, for dogs weighing 15.1-29.5 kg it was the contents of two 1.5 mL ampules (the
proposed label says two 1.5 mL or one 3.0 mL ampule), and for dogs weighing >29.5 kg it was
three 1.5 mL ampules (the proposed label says three 1.5 mL or one 4.5 mL ampules). The
control material was supplied in buik and placebo controls were treated with this formulation
{without actives) at the rate of 58.13% of the active product dose volumes.

Administration was according to the proposed label directions and invoived application of the test
substance (or control vehicie) fo the skin in a line aiong the spine starting at the back of the
neck. Label directions specify application of the product as a spot-on or stripe treatment
between the shoulder biades to dogs weighing up to t5 kgs. For dogs weighing between t5 and
29.5 kg application wouid be as a spot-on or stripe treatment at two sites on the back, one

Page 16 of 29 302



between the shoulder blade and one directly in front of the base of the tail. For >29.5 kg the
contents of one 1.5 mL ampuile would be applied to the back as a spot-on or stripe between the
shoulder, and the contents of the other two 1.5 mL ampules would be applied as a stripe on the
back in front of the base of the tail.

Each dog in Groups | and  was observed at 1, 2, 3 and 4 hours folowing treatment on Day 0.
Group i dogs were aiso observed "between the hourly dosings™ {1, 2, 3, 4, §, 6, 7 and 8 hours
after the first treatment). All dogs were then observed twice (a.m. and p.m.) on Days 1-15.

individual body weights were determined on Days -7, -3, 7 and 14. individual food consumption
was determined on a daily basis from Day -7 through Day 15 by measuring the amount of food
given to each dog in the morning and subtracting the amount left at the end of the day. Blood
samples were taken on Days -7 and 1 following overnight fasts.

Possibie systemic effects related to exposure to the test material included ocular discharge and
salivation. inthe immediate period following treatment, ocular discharge was observed in one
Group i dog {a puppy) at 4 hours post-dose, and in 4 Group il dogs (including ail three
puppies). Salivation {mostly very slight, but in some cases moderate) was observed in five
Group ili dogs (inciuding 1/3 puppies), and was observed (very slight) in one adult 32.2 kg dog
at T hour postdose {so at this time this dog had presumably been treated with only 1 or 2
applications of test materiai). Salivation was seen in another Group Hi adult starting at 3 hours,
and in two additional Group il aduits staring at 4 hours. During the subsequent 156-day
observation period, ocular discharge was frequently observed (including continuously from day
10 to 15) in one controf puppy, in none of the Group il {1X) dogs, and in one Group I}l puppy
{days 1-2) and one Group i aduit (days 1-6, then again on Days 13-15}); both of these Group ili
animais had also shown ocular discharge in the period immediately following the first treatment.
Salivation was observed in one Group il aduit male at the AM observation on Day 1 (this dog
had also showed salivation during the 8-hour period following the first treatment}. One Group Hl
male puppy showed a lesion {or lesions) on both sides of the shoulder (presumably at or near
the application site) from Day 5 through 15, and was observed to scratch this area frequently,

Group # adults showed a mean weight loss between days -3 and +7. The incidences of adutt
dogs showing weight losses between days -3 and +7 were: Group §: 3/9; Group H: 4/9: Group
6/9. itis concluded then that for aduit dogs exposure 1o a 5X dosage of test material was
associated with a slight mean weight decrease in the period from Day -3 to Day 7.

While Group { puppies showed a greater mean weight gain in the period from Day -3 to +7 than
Groups # and ¥, their mean weight gain/day in the subsequent period from Day 7 to 14 (0.053
kg/day) was comparable to the mean weight gains from Day -3 to +7 for Groups 1l {0.033
kg/day) and ili {0.047 kg/day). Group I puppies also showed a greater mean weight gain in the
period from Day -3 to 7 than did Group I! puppies. There is no indication then that exposure to
the test material affected body weight gain in puppies.

Puppies in Groups | and lil showed fower mean food consumption values on Days 0 and 1
retative to their controis. This has to be considered as treatment-related. A simitar effect in the

aduits was not evident.

No effects were noted on hematoiogical or clinical chemistry parameters.

While the Guidelines for this type of study state that the targeted adequate margin of safety is
5X, itis also stated that: "Consideration will be given to products with fess than a 5X margin of

safety, depending on the severity of clinical signs of toxicity (e.g. transient, non-life-threatening
signs).” The test material was not tested at 3X and effects were noted at 5X. However, the
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effects noted at 5X, including ocular discharge (also noted in one puppy dosed at what was
essentially 1.5X) and salivation were minimal (most occurrences of both ocular discharge and
salivation were described as “very slight.”) and reasonably transient. [t is noteworthy that no
systemic neurological signs (such as tremors or ataxia) were observed, and the salivation may
have been due to ingestion of smail amounts of test material from licking or biting the application
area. In addition, the performing laboratory has demonstrated in the past extremely meticulous
reporting of observational data in companion animal safety studies, and it is quite likely that
these observations would not have been reported from some of the other faboratories which
conduct this type of study.

For local dermal effects, one puppy treated at what was essentially a 7.5X dose level showed
subsequent shoulder lesions and was noted to scratch this area frequently. Dermal exposure to
pyrethroids can cause a burning and/or itching sensation at the application site, and this has to
be considered an effect (unless the registrant can provide additional information demonstrating
otherwise). However, this was an isolated case, and the three adult dogs treated with 3 unit
doses/application with a total of 5 applications (for a total of fifteen 1.5-mL ampules in aff) did not
show a similar response.

However, one area of concern is that the 1.5 mL ampules (the only size tested in this study)
delivered only an average of only 1.17 mL of test material, and the registrant is proposing
packaging this product in 3.0 and 4.5 mL (as well as 1.0 and 1.5 mL) tubes. This is acceptabie
only if the 3.0 mL tubes deliver no more than 2.34 (2 x 1.17) mL and the 4.5 mL tubes deliver no
more than 3.51 (3 x 1.17) mL.

This study is classified as Acceptable as a companion animal safety study (OPPTS 870.7200)
for puppies (12 weeks and older) and adult dogs. It is concluded that there is an adequate
margin of safety (at least 5X) between the exposure associated with the proposed use
tevel for this formulation in dogs and that at which significant adverse systemic effects
(not seen in this study, but which might inciude ear twitching, muscie tremors, drooling)
may occur. For dermal effects an effect was observed in one puppy in Group [l (treated at
essentially a 7.5X dose level), but in none of the other dogs (including the puppies in Group 1),
indicating a reasonably low potential for this effect in dogs treated at the proposed use level.

COMPLIANCE: Signed and dated Quality Assurance {(p. 4), [No] Data Confidentiality (p. 2}, and
Good Laboratory Practice Compliance (p. 3) Statements were present.

. MATERIALS
A. MATERIALS

1. Test material; Cyphenothrin-IGR Spot-on for Dogs, with a label declaration for active

ingredients of RS-Gokilaht [=Cyphenothrin] (40.00%) , S-Methoprene
(3.00%), and Nylar (2.00%). According to a certificate of analysis on
p. 47 of MRID 46166108 the respective analytical values were 39.87%,
3.00% and 2.00%. Packaged in unit dose ampules containing 1.5 mL.

Description: A liguid;

Lot No.: #1683B

Storage: Room Temperature

2. Administration:  Topical (spot-on)

3. Vehicle control:  X-5699-03 (Placebo Controf); From Study 0310: Lot #03390A0100.
fiquid which was stored at room temperature.
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4. Test animals

Species: Dog

Breed: From p. 8 of MRID 46166108 "Beagles and other breeds...”

Ages and weights at study initiation: "Animals were at least 3 months old at dosing.
There were 3 animals from each group in each of the following weight ranges:
<15, 15-33, 34-85 and >65 pounds (<6.8, 8.8-15, 15.1-28.5 and >29.5 kg). All
dogs less than 15 pounds were pups that were 12 weeks old at dosing.” {Note by
reviewer: The alkaline phosphatase measurments from Dog 2854F {controls),
3085M (Group 1) and 2158M (Group lIf) were relatively high - refer to pp. 32-34 -
suggesting these were fairly young dogs too).

Sources: Butler Farms {Clyde, NY}, Martin Creek Kennels (Wiliford, AR), Ridglan
Farms (Mt. Horeb, Wi and STILLMEADGOW, Inc.

Housing: Individually in kennels measuring 3' x 5.5",

Diet: PMI Canine High Density Diet 5L.18.

Water: Tap water, ad fibitum

Environmental conditions:

Temperature: 22° + 3°C

Humidity: 30 - 70%

Air changes: 10 - 12/hr

Photoperiod: 12 hr dark/12 hr light
Acclimation period: 2 weeks

Il. STUDY DESIGN

A.

IN LIFE DATES

From the report cover: study initiation date: 13 August 2003; study completion date: 20
October 2003.

ANIMAL ASSIGNMENT/ DOSAGE AND ADMINISTRATION

There were a total of 12 dogs per dosage group. Group 1 (1X vehicle; note: observation
schedule on p. 16 of MRID 46166108 is the same for Groups 1 and 2, consistent with a
single application of placebo on dogs in Group 1) consisted of 8 males and 3 females;
Group If {1X) consisted of 5 males and 7 females, and Group Il {6X) consisted of 8
males and 4 females. Assignment was on the basis of weight. From p. 10 of MRID
46166108: "Animals selected for testing were randomly assigned to three groups... Since
there were three dose sizes (based on animal body weight) to be used in each treatment
group, three dogs of each weight range were included in each group. The weight ranges
were <15, 15-33, 34-65 and >65 pounds (<6.6, 6.8-15, 15.1-28.5 and >29.5 kg). The
dogs <15 pounds were 3-month old puppies.”

From p. 10 of MRID 46166108: "The test substance and placebo were applied to the skin
in a line along the spine starting at the back of the neck. The test substance was
supplied in unit dose plastic tubes, each containing 1.5 mL and were administered to
each animal according to its body weight. The placebo control substance was provided in
bulk. ©On Day 0, a label dose {(1X) of the test substance was administered to each Group
Il animal according to body weight. Group Il animals received the test substance at five
times the label dose (5X) administered as single doses once every hour for 5 hours, The
single dose volumes were: dogs <15 pounds, 1.5 mL (cne unit dose); dogs 13 [157]-33
pounds, 1.5 mL (one unit dose); dogs 34-685 pounds, 3 mL {two unit doses), and dogs
>65 pounds, 4.5 mL {three unit doses), Group | was treated with the placebo control
material in a volume equivalent to that of the normal label dose of the test substance less
the volume of that dose that was cccupied by the active ingredients Jor approximately
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55% of a normal 1X dose volume)...”

TABLE 1. Study design
Numb:;:;i(eisogs or Cumulative Dosel/dog
. Number of
Group & Weight Range (k9) | maie | Female | TotaliDog Mean Mean Dosage | applications
mL/kg Cyphenothrin
{mg/kg)®
| (control) <6.6° 3 0 0.83 mL* 0.16° 0 1
6.8-15 1 1 0.83mL® 0.08° G
15.1-29.5 2 2 1.65 mL® 0.09° 0
»29.5 3 0 248 mL® 0.07° 0
(1 (1%) <6.6° 1 2 1.17 mlL® 0.28° 1124 [121]° 1
6.8-15 1 2 1.17 mL® 0.09° 36¢ [39]°
15,1-29.5 1 2 2.34 mL® 0.12¢ 48 {52
=29.5 2 1 351 mL° 0.11° 427 [45F°
HI (58X} <8,6° 1 2 5.85 mL® 1.26° 503° 543)° 5
6.8-156 G 2 5.85 mL® 0.51° 207° [224T
15.1-29.5 3 1 11.7 mL® 0.64° 255° [275]°
>28.5 3 G 17.55 mL® 0.50° 199° [215]°
Data calculated from information on p, 14-15 in MRID 48186108
* Puppies
® Placebo

¢ Test material (with actives); amount delivered based on 1.17 mLfapplication.

4 Based on a specific gravity for the test material of 1.00 g/mL (consistent with the calculations for dosage as reported
on pp. 14-15 of MRID 46166108) and based on 1.17 mL delivered/tube,

* Based on a specific gravity of 1.08 g/mlL

Note: According to the CSF the specific gravity of the proposed product is about 1.08; assuming the product contains
40% Cyphenothrin then 1.5 mL would be 1.62 g and would contain 648 mg of Cyphenothrin. The calculations of
dosage of Cyphenothrin in the report (see p. 14-15 of MRID 46166108) appear to be based on a specific gravity for
the proposed product of about 1.00. Example: Dog 3067 F weighing 4.2 kg received one 1.5 mL dose of the product
and this is reported as a dosage of 142 mg/kg Cyphenothrin. 142 mg/kyg x 4.2 kg = 596.4 my; dividing this by 0.3887
{the analytical percentage) gives 14986 mg (= 1.496 g) total product applied. However, in Appendix G (see p. 52 of
MRID 46166108) it is stated that the unit dose containers did not deliver the entire target dose of 1.5 mL, as there was
a mean delivered volume of 1.17 mL. A statement in Appendix G (*...5X dose rates ranged from 494 to 630 mg/kg for
the smallest subjects.”) is consistent with delivery of 1,17 mL/dose and a specific gravity of about 1,08 g/fmL.

C. DOSE SELECTION RATIONALE

According to the proposed label this product wili be packaged in unidose 1.0, 1.5, 3.0
and 4.5 mL applicator tubes. These correspond to single treatments for dogs weighing
15 Ihs and under, 15-33 Ibs, 33-66 Ibs and >866 tbs. However, in this study, Group 2 (1X}
dogs (puppies) weighing less than 15 Ibs received 1.5 mL (instead of 1.0 mL}, while
Group 3 (5X} dogs (puppies) weighing less than 15 ibs received 5 x 1.5 mL =7.5 mL
(instead of 5 x 1.0 mL = 5.0 mL}.
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D. EXPERIMENTAL DESIGN
From p. 10 of MRID 46166108: "Each animal was observed at 1, 2, 3 and 4 hours
following dosing on Day 0 and then twice daily [AM and PM)] for the duration of the study.
Group Il animals were also observed between the hourly dosings. Each animal was
examined for signs of any pharmacologic and/or toxicologic effects. Only abnormalities
were recorded.”
Individual dogs were weighed on Days -7, -3, 7 and 14.
individual food consumption was measured daily by measuring the amount of food given
to each dog in the morning and subtracting the amount of food left at the end of the day.
Baseline blood samples were collected from each dog on Day -7 by jugular venipuncture
following an overnight fast. Blood samples were also similarly collected on Day 1.
E. PATHOLOGICAL PARAMETERS
Blood samples were collected on Study Days -7, and 1 by jugular venipuncture following
an overnight fast. The CHECKED (X) parameters were examined:
a. Hematology
X X
X % Hematocrit (HCT}* X Leukocyte differential count™®
X | Hemoglobin (HGB)* X | Mean corpuscular HGB (MCH}*
X | Leukocyte count (WBC)* X Mean corpuse. HGB conc.(MCHC)*
X Y Erythrocyte count (RBCY* X § Mean corpusc. velume (MCV}*
X § Platelet count Reticulocyte count
Blood clofting measurements
{Thromboplastin time)
(Clotting time)
X {Prothrombin time [PT])*
X (Activated partial thromboplastin time [APTTD*
Erythrocyte morphology
*Recommended in OPPTS 870.7200 Guidelines.
b. Clinical chemistry
X ELECTROLYTES X OTHER
X ¥ Calclum* X | Albumin (Alby*
X 1 Chloride* X ] Blood creatinine (Crea)*
Magnesium X { Blood urea nitrogen (BUN)*
X { Phosphorus* Total Cholesterol
X ¥ Potassium* X f Globulin (Glob}y*
X 1 Sodium* *% 1 Glucose (Gluc)#
X 1 Total and direct bilirubin (T Bil & D Bil)*
ENZYMES X § Total serum protein (TP)*
% 1 Alkaline phosphatase{ALPor ALK)* Triglycerides
Cholinesterase(ChE) Serum protein electrophoresis
- Creatine kinase X | Albumin/Globulin (A/G} ratio
Lactic acid dehydrogenase(LDH)
¥ 1 Serum alanine aminotransferase (ALT or SGPT)*
X ¥ Sernm aspartate aminotransferase(AST or SGOT)*
Gamma glutamyl transferase{GGT}
Amylase
Glutamate dehydrogenase

*Recommended in OPPTS §70.7200 Guidelines.
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F. STATISTICS

The statistical report is found in Appendix G. It consists of a 6-page document (pages 48-
53 of MRID 46166 108). From p. 51 of MRID 46166108 “The data generated by the test
facility...were statistically analyzed by Student’s "t” test, assuming equal variances, using
the statistical program in Microsoft Excel, version 97-SR-1... Since cyphenothrin is
potentially the most toxic component of the product {pyriproxyfen and methoprene are
known to be virtually mammalian-inert) cyphenothrin dosage was the focus. To ensure
that some of the test subjects were treated at or above the target maximum dose rate of
t00 mg of cyphenothrin per kg body weight, the t2-week-old Beagle pups were treated
with the next higher unit dose volume. Although weighing between 9 and 11 1b at
freatment, for which the proposed label dose rate is one dose of t mL, these pups
received one 1.5 mL unit dose. To validate the dosage delivered to the principals, the
expelled contents of six 1.5 mL unit dose containers were each weighed...” [Note: the
report text then refers to Table 1.1, which is not present in the report]. From p. 52 of the
report: "The dose validation data (Table 1.1) indicated that the unit dose containers, if
filled at the target dose volume of t.5 mL, were not capable of delivering the entire target
volume {mean volume delivered was 1,17 mL).

G. DISPOSITION OF ANIMALS

Not stated. According to the OPPTS 870.7200 Guidelines: "Routine sacrifice or
necropsy is not required for surviving animals.”

H. COMPLIANCE

Signed and dated Quality Assurance [p. 4}, [No] Data Confidentiality [p. 2], and Good
Laboratory Practice (GLP) Compliance [p. 3] Statements were present.

ill. RESULTS

A. EXPOSURE LEVELS

The dose per 1.17 mL application (based on a product specific gravity of 1.08 g/mL) is
1.264 g. Since the test material contained (by analysis) 39.87% Cyphenothrin, 3.00% S-
Methoprene and 2.00% Nylar, each 1.17 mL dose then contained 0.504 g (=504 mg)
Cyphenothrin, 0.038 g (=38 mg) S-Methoprene and 0.025 g (=25 mg) Nylar. For Group
II {(tX) mean cumulative Cyphenothrin dosages were: puppies {(<6.6 kg): 121 mg/kg;
dogs 8.8-15 kg: 39 mg/kg; dogs 15.1-29.5 kg: 52 mg/kg; and dogs >29.5 kg: 456 ma/kg.
For Group 1l (5X) dosages were: puppies (<6.6 kg): 543 mg/kg; dogs 6.8-15 kg: 224
mg/kg; dogs 15.1-29.5 kg: 255 mg/kg; and dogs >29.5 kg: 215 mg/kg. Refer to Table 1
of this DER. B. MORTALITY

There was no mortality, with all dogs surviving the 14-day observation period.
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C. CLINICAL SIGNS

In the obsetrvation period immediately following treatment, no clinical signs of systemic
toxicity were observed in Group | (controls). In Group II (1X} animal 3074 (a male pup
weighing 4.1 kg) showed very slight ocular discharge from both eyes at 4 hours post-
dose. In Group Il (6X) four dogs (including all 3 puppies} showed very slight to
moderate ocular discharge from one or hoth eyes in the period from one hour to 8 hours
post-dosing. [n addition, five dogs (including one puppy) showed very slight to moderate
salivation during this period (in two dogs it was classified as very slight). Very slight
salivation occurred in one animal at 1 hour (i.e., presumably following a single dosage of
test material), and in two others it was first noted at 3 hours (after 3 application
treatments)

Slight to moderate green ocular discharge (both eyes) was observed in one control
puppy in the period from Day 1 to Day 6, and then again in this puppy from Day 10 to
Day 15. No ocular discharge was observed in Group Il in the period from Day 1 to Day
15. One Group 11l puppy showed clear ocular discharge from the left eye on Days 1 and
2, while an adult dog showed clear ocular discharge from the left eye from Day 1 through
Day 8, then again from Day 13 through Day 15.

TABLE 2. Adverse Effects Observed in Dogs Treated with Cyphenothrin-IGR Spot-on
In the Period Immediately Following Treatment®
Group | Group 1l Group IH
Parameter {Control) (1X) (5X)
Ocular discharge - one o[ol 1[1/48] 4112/96}
ar both eyes in the
immediate post-dasing
period
Salivation 0[o] o[0[ 5[18/96)
Soft stool 0[0] 0 2[2/96]
Spiked greasy hair at 0190] 2[2/48] 0[]
application site in the
immediate post-dosing
period

3Data taken from Table 2 (p. 15) of MRID 46166108.

From p. 11 of MRID 46166108: "Five of the Group Il [1X] animals exhibited greasy spiked
fur and/or white deposits at the dose site through Day 3. The only other observation
noted in this group was moderate white foamy vomit in one dog on Day 8. In Group [II,
greasy and/or spiked fur and/or white deposits were seen through Day 1 in two dogs,
through Day 3 in three dogs, through Day 6 in three dogs and [from Day 5] through Day
15 in one dog. Other observations included slight clear ocular discharge through Day 2
and shoulder lesions through Day 15 in one animal (the dog was observed to scratch the
irritated area frequently), and slight to moderate diarrhea on Days 3 and 4 in another
animal. Another dog had very slight to moderate clear ocular discharge through study
termination with slight to moderate redness around the eye on Days 3-8. One dog
exhibited slight salivation on Day 1 and moderate diarrhea on Day 14, and another had a
lesion on the back on Days 7-15."
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The Group Il dog with the Ieéions on the shoulder {from p. 18: “both sides”) from Day 5
through 15 was 3070M {a male puppy), treated with five 1.5 mL applications, while the
Group Il dog with the lesion on the back (Days 7-15) was 2853F (a female adult) also

treated with five 1.5 mi. applications.

D. BODY WE[IGHT AND WEIGHT GAIN

From p. 12 of MRID 46166108 "The average weight gain[s] for Groups [, Il and [l were
1.1, 1.0 and 0.6 kilograms, respectively. There were no significant differences among
groups, and no dose related responses.”

The values in Table 3 are calculated from individual body weight data {p. 14-15 of MRID

46166108):
TABLE 3. Mean Body Weights for Dogs by Group
Mean Wt Mean Wt
kg +S.D, change change Day
Group Day -3to 7 -3 to 14
Day -7 Day -3 Day 7 Day 14 kg * 8.0, kg #8.D.
| (Contrals) puppies| 4.63+050 | 507093 | 613+1.01 650+1.10 1.07£0.15 1.43+0.31
| {Confrols} adults | 21.87 £98.83 122,34+ 10.26 (22 86+10.80)23.31+11.15 ¢ 0.51+0.87 0.97 £ 1.00
Il {(1X) puppies 480+114 | 41712006 | 450010 | 497 x0.31 033015 0.80 036
Il {1X) adults 2164+9.61 | 21.90+9.16 12253 +10,29|22.91+ 10201 041+ 136 1.01 £1.61
Il (5X) puppies 467 £0.71 463+0.57 | 5102070 | 563+0.50 0.47 £ 0.15 1.00 £ 0,10
{1l {5X) adults 2218 £10.00122.38 +10.35]122.18 +10.40 122 86 + 10.68 || -0.20+0.32 0.48 + 0.58

Vaiues calculated from data on p. 14 and 15 of MRID 46166108.

The possibility exists that there was a switch of puppies {(or their bodyweights) as pup
3073M (assigned to controls) weighed 4.1 kg on day -7 but 8.1 kg on day -3, while pup
3074M (assigned to Group [l or 1X) weighed 6.1 kg on day -7 but 4.1 kg on day -3.
However, because this switch would have occurred before the dogs were treated, there
would have been no impact on the study results,

The only group in which adults showed a mean weight loss between days -3 and +7 was
Group [ll. The incidences of adult dogs showing weight losses between days -3 and +7
were the following: Group [: 3/9; Group [I: 4/9: Group [II: /9. It is concluded then that for
adult dogs exposure to a 5X dosage of test material was associated with a slight mean
weight decrease in the period from Day -3 to Day 7.

While Group | puppies showed a greater mean weight gain in the period from Day -3 to
+7 than Groups Il and [lI, their mean weight gain/day in the subsequent period from Day
7 to 14 (0.053 kg/day) was comparable to the mean weight gains from Day -3 to +7 for
Groups Il (0.033 kg/day) and Il (0.047 kg/day). Group Il puppies also showed a greater
mean weight gain in the period from Day -3 to 7 than did Group Il puppies. There is no
indication then that exposure to the test material affected body weight gain in puppies.
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TABLE 4. Mean Body Weight Gains for Puppies
Day -3 to #7 Day -3 Mean Pup Wt Gain [ Mean Pup WL Gain
kg/Day kgiDay
Day -3 to +7 Day 7 to 14
| (Controls} puppies 1.07 £0.15 0.37+0.15 0.107 0.053
Il {(1X} puppies 0.33+£015 0.47 £0.21 £.033 0.067
Il {5X) puppies 0.47 +0.15 0.53+0.25 0.047 0.076

Values calculated from data on p. 14 and 15 of MRID 46166108.

E. FOOD CONSUMPTION

Puppies in Groups Il and [Il showed lower mean food consumption values on Days 0 and
1 relative to their controls, This has to be considered as treatment-related. A similar
effect in the adults was not evident.

TABLE §. Mean Diet £ 8.D. {g) Consumed by Dog/Group by Day

Group
Day -1 Day 0 Day 1 Day 2 Day 3 Day 4 Day &

| (Conirols) puppies | 227 +40 | 267 +14 26317 279+ 27 315 +27 252 + 41 275+0
| {Conirols) adults | 431 +£120 [ 4754£131 { 525+110 | 496+ 138 | 504 +166 | 313+ 173 | 496 + 146
Il (1X} puppies 193+ 7 122 £3 89 +17 239 + 45 200 + 81 165 + 11 209 +£15
Il (1X} adults 384 +218 | 387 +£202 | 339+248 | 410:+207 | 4354216 { 310177 | 418+ 192

Il (5X) puppies 234 £27 85+0 98 + 382 201+ 69 178 + 51 167 + 98 1910
11 {(5X) adults 445+ 141 | 487 £122 | 379+£207 § 452 +175 | 435+150 § 322 +236 | 437+ 122

Values calculated from data on p. 26-29 of MRID 46166108.

F. HEMATOLOGY

From p. 12 of MRID 48166108: “The hematology values were within normal limnits
except for platelet counts, prothrombin time and/or activated partial thromboplastin time.
These values were significantly elevated in all groups, including the placebo group, and

therefore were not dose related.”

There were no indications of any treatment related effects on hematology parameters.
Alkaline phosphatase activity was elevated for puppies in all groups (and was usually
above the reference range of 10-150 [U/L), but this is normal for puppies.

G. CLINICAL CHEMISTRY

There were no indications of any treatment related effects on clinical chemistry
parameters. As indicated on p. 12 of MRID 46166108 clinical chemistry results “were
within normal limits in males and females and the few significant differences among male
or female means in any group or between group means did not appear to be related to
treatment with the test substance.”
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H. NECROPSY FINDINGS

As there were no mortalities, there were no necropsy findings.
V. DISCUSSION

Possible effects related to exposure to the test material included ocular discharge (seen
in both eyes of one puppy in Group i at 4-hours post-dosing; classified as very slight;
seen in 3 puppies and one adult in Group # in the period from one hour to eight hours
following the first dose. in all 3 puppies ocular discharge, when it occurred during this
period, was described as very sfight. In the aduit there was progressionto a red,
irritated, watery left eye at 8 hours following the first dosage. In addition, very slight to
moderate salivation was noted in five dogs (including two puppies) of Group il in the one
to eight hours following treatment. Salivation was seen in one adult (#3080, a 32.2-kg
male receiving three 1.5-mL doses at each application) at the one hour observation (i.e.,
presumably one hour after the first treatment), and very slight salivation was seen in this
one dog at 3 and 4 hours {following the first dosagel], and then moderate sativation was
seen at 8 hours. However, no effects ["No Observable Abnormalities”} were then seen in
this dog for the remainder of the 14-day observation period.

Adult dogs dosed at the 5X level tended to show a slight mean weight loss in the week
following treatment, although there was no indication of an effect on food consumption.

There was no indication of an effect on body weight in puppies at the 1X and 5X dose
levels factually 1.5X and 7.5X dose levels], although their mean food consumption levels
for days 0 and 1 were noticeably lower than concurrent vaiues of their controls as well as
their own pre-exposure food consumption.

While the Guidelines for this type of study state that the targeted adequate margin of
safety is 5X, it is also stated that: "Consideration will be given to products with less than a
5X margin of safety, depending on the severity of clinical signs of toxicity (e.g. transient,
non-life-threatening signs).” The test material was not tested at 3X and effects were
noted at 5X. However, the effects noted at 5X, including ocular discharge (also noted in
one puppy dosed at what was essentially 1.5X) and salivation were minimal (most
occurrences of both ocular discharge and salivation were described as "very slight.”) and
reasonably transient. it is noteworthy that no systemic neurological signs (such as
tremors or ataxia) were observed, and the salivation may have been due to ingestion of
small amounts of test material from licking or biting the application area. in addition, the
performing laboratory has demonstrated in the past extremely meticulous reporting of
observational data in companion animal safety studies, and it is quite likely that these
observations would not have been reported from some of the other laboratories which
conduct this type of study.

For local dermal effects, one Group i puppy (treated at what was essentially a 7.5X
dose level) showed subsequent shoulder lesions (from day 5 through 15) and was noted
to scratch this area frequently. Dermal exposure to pyrethroids can cause a burning
and/or itching sensation at the application site, and this has to be considered an effect
(unless the registrant can provide additional information demonstrating otherwise).
However, this was an isolated case, and the three adult dogs treated with 3 unit
doses/application with a total of 5 applications (for a total of fifteen 1.5-mL ampules in all)
did not show a similar response.

However, one area of concern is that the 1.5 ml. ampules (the only size tested in this
study) delfivered only an average of only 1.17 mL of test material, and the registrant is
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.a )
proposing packaging this product in 3.0 and 4.5 mL (as well as 1.0 and 1.5 mL) tubes.

This is acceptable only if the 3.0 mL tubes deliver no more than 2.34 (2 x 1.17) mL and
the 4.5 mL tubes deliver no more than 3.51 (3 x 1.17) mL.

This study is classified as Acceptable as a companion animal safety study (OPPTS
870.7200) for puppies (12 weeks and older) and adult dogs. It is concluded then that
there is an adequate margin of safety {(at least 5X) between the exposure
associated with the proposed use level for this formulation in dogs and the dose at
which significant adverse systemic toxicological effects {not seen in this study,
but which might include ear twitching, muscle tremors, drooling) may occur. For
dermal effects an effect was observed in one puppy in Group Ill (treated at essentially a
7.5X dose level), but in none of the other dogs in this study {including the puppies in
Group 1), indicating a reasonably low potential for this effect in dogs treated at the
proposed use level.

STUDY DEFICIENCIES: The test material was not tested at 3X and effects were noted
at 5X. However, the effects noted at 5X, including ocular discharge {(also noted in one
puppy dosed at what was essentially 1.5X) and salivation were minimal {most
occurrences of both ocular discharge and salivation were described as “very slight.”).
In addition, the performing laboratory has demonstrated in the past extremely good
reporting of observational data, and it is quite possible that what was reported in this
study would not have been reported from some of the other laboratories which conduct
this type of study.
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{Cyphenothrin 40%)

EPA Fite Symbot 2517-IL: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

ACUTE TOX ONE-LINERS

1. DP BARCODE: D305953

2. PC CODES: 129013 Cyphenothrin, 129032 Pyriproxyfen, 105401 Methoprene

3. CURRENT DATE: November 23, 2004

4, TEST MATERIAL.: Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liguid with a
specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00%
Nylar {Pyriproxyfen). For1his action, the 1est material is being used 10 support the registration of

a product containing 40% Cyphenothrin as sole active ingredient.
e ————
Study/Species/Lab

Study #/Date

Acute oral toxicity/rat/Product
Safety Labs (New Jersey)/Project
No. 13320/20-MAY-2003

MRID

46166103

Results

LD,,>2000 mg/ka. Up and down
method defaulting to acute tox class
method. 2/5 Sprague-Dawley derived
female rats died within 24 hrs after
dosage at 2000 mg/kg; two rats which
survived showed reduced fecal volume,
ventral staining and hypoactivity, with
recovery by day 4. All survivors gained
weight in the period from day 0 to 7 and
again from day 7 to 14. Postmortem
necropsy of rats which died showed
discoloration of the lungs and intestines
and fluid-filled stomachs. Findings from
rats which survived to terminal sacrifice
were unremarkable.

Acute dermal toxicity/rat/ Product
Safety Labs (New Jersey)/Project
No. 13321/20-MAY-2003

46166104

LDy, > 2000 mg/kg. SM & 5F Sprague-
Dawley derived albino rats were
dermally exposed to 2000 mg/kg for 24
hrs; no mortality, no signs of systemic
toxicity. Three males had some dermal
irritation with clearing by Day 2. All rats
gained wt from day O to 7 and from day
7 to 14. No gross abnormalities were
observed at post-sacrifice necropsy.

Primary eye irritation/rabbit/
Product Safety Labs (New
Jersey)/Project No. 13322/20-
MAY-2003

46166105

No corneal opacity. 3/3 rabbit eyes
were positive (grade 2) for conjunclival
irritation at 1 and 24 hrs. All eyes clear
(all scores zero) by 72 hrs.

Primary dermal irvitation/rabbit/
Product Safety Labs (New
Jersey)/Project No. 13323/20-
MAY-2003

46166106

No edema (all scores for edema = Q).
Ali 3 sites scored 1 for erythema at 1 hr
and 2 at 24, 48 and 72 hrs. One sile
scored 2 for erythema on day 7 while
the other two scored 1. All scores zero
on dat 10. The Pll (average of scores
at1,24,48 & 72hrg) =175

Dermal sensitization (Buehier
method)/guinea pig/Product
Safety Labs (New Jersey

45166107

No indication that lest material is a
dermal sensitizer. -

Tox. Core
Cal. | Grade
1 A
I A
H A
v A
Not a A
sensitiz :
er
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[Cyphenothrin 40%)

EPA Fite Symbol 2517-1L: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

Companion animal/adult dog &
12-wk old puppies/ Stillmeadow
TX/Project No. 7650/03/20-QCT-
2003

46166108

Three groups of dogs, each containing
9 adults & three 12-week old puppies:
Group | {control) was treated with the
amount of vehicle at 1X; Group Il was
treated at 1X (dogs 6.8-15 kg: contents
from one 1.5 mL ampule; 15.1-29.5 kg:
contents of two 1.5 mL ampules; >29,5
kg: contents of three 1.5 mL. ampules.
Puppies (<6.8 kg) were treated with
contents of one 1.5 mL ampule (1.5X).
Group Il adults were treated at 5X
(with treatmants at 1-hr intervals) and
Group {ll pups were treated at 7,5X
label dose. Administration was as a
spot-on andfor stripe treatment on the
back. Possible systemic effects noted
following administration were ocular
discharge in one Group {| puppy at 4
hrs post-dose and in 4 Group ||
animals (including all 3 puppies).
Salivation was also noted in 5 Group {ll
dogs in the period {(1-8 hrs) following
first administration of test material.
Puppies (but not adults) showed of
Groups Hl and il also showed lower
mean food consumption on days 0 and
1. One Group !If puppy showed
shoulder lesions {presumably in the
area where test material was applied)
from day 5 fo the end of the study and
was noted to scratch this area
frequently. No effects on clinical
chemistry or hermnatology parameters.
One concern is that 1.5 mL ampules
delivered only 1.17 mL test material;

| registrant is proposing packaging this

product in 3.0 & 4.5 mL tubes. This is
acceptable only if the 3.0 mL tubes
deliver no more than 2.34 (2x1.17)mL
and the 4.5 mL tubes deliver no more
than 3.51 (3x1.17)mL.

N/A

Core Grade Key: A =Acceptable, 8 = Supplementary, U = Unacceptable, V = Self Validated
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*Product ingredient source information may be entitled to confidential treatment*®

7

o

DATE OUT: 03/FEB/2005 ® %2 g

FEE: PRODUCT CHEMISTRY REVIEW OF; Mamfacturing-Use { ] End-Use Product [X]

DP BARCODE:D305931 EPA RECEIVED DATE:27/1U1./2004 F ILE SYMBOIL/REG:2517-11
PRODUCT: Sergeant’s Cyphenothrin Squeeze-On For Dogs MRIDs #463038-01 & -02 ACTION R31
COMPANY : Sereeant’s Pel Care Producis, lne. NON-FOOD USES {X] DECISION NO,; 345654
PPC NUMBER OF THE TGAI IN THE PRODUCT: 129013

L 5

FROM: Sami Malak, Chemist a’j’,/’f;’/?b/;?/;;” ;Qg,j}

Technical Review Branch/RD (7505C) ’(:_(;» e B

s

TO: 13 George LaRocca/Linda Deluise
Insecticide Branch/RD (7505C)

INTRODUCTION:

In a letter daied 16/JUN/2004, Brazos Asspciates, Inc. an agem for 1lie applicam requested

registration of subject product. Insuppon of this action, the applicant included product chemisiry
. data, a proposed label EPA received on 20/fUN/2004, a proposed basic CSF dated 16/JUN/2004,

Formulator’s Exemption, Certificate with respect to Citation of Daia, and data Matrix..

FINDINGS:

la.  The subject product was produced by a non-integrared forinulation system, meaning that
the active ingredient in the product is registered. The produer contains 40 % Cyphenothrin,
Reg. No. [N

Ib.  The subject product, an inscciicide, is imended far inscct control infesting dogs and
puppies older than 12 weeks.

2a. The applicam should be advised to submit product chemistry data reguirementts peraining
10 the storage siability (GRN 830.63217) and corrosion characieristics (GRN 830.6320)
identiRed in this memarandum s daa gaps.

2b.  Except forihe data gaps in Finding 2(a) above, the submitted/referenced product chemisiry
. data s adequate and suppaort registratipn at subject product.

3. Adequate analytical metliod is available for enforcemem. The method was previausly
suhmpitted and reviewed in conunection with registration of the 1echnical sources,
Cyphenotlirin, Reg. No.

4, The label claim nominal conceniratiaus of 40% Cyphemithrinis consisient with that iu the
submitied basic CSF daed [6&/1UN/2004. both are in comnpliance with the regulations of PR
Notice 91-2. Funher, the storage and disposal statement and the physical ar chemical
hazards statement are in compliance with the regulations of 40CFR§156.78.

5. The proposed basic CSF dated 16/3UN/2004, was filled vut correcily in compliance with
the reguiatious of PR Notice 91-2, Further. the upper and lower certified limits are within
the standard limits of 40CFR§158.175(b)}2). All ingredients claimed in the CSF are
cleared for use in pesticide formulations imended for non-Tood uses.

CONCLUSIONS: Alter resalving Findiﬁgs 2(a) above, the TRB will have wy objections for
registration of subject product.
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*Product ingredient source information may be entitled to confidential treatment*

2
REVIEW OF PRODUCT CHEMISTRY DATA:

L. A statement of data confidentiality dated 16/JUN/2004 was included with this submission
claiming confidentiality of some of the submitied data on the basis of its falling within the
scope of FIFRA§10(d)(1)(A), (B), or (C). Review of CBI data has been removed to
Confidential Appendix A.

2. A GLP statement dated 23/JUN/2004 was included with this submission to the effect that
some of the submitted studies were conducted in compliance with the GLP requirements
of 40CFR§160.

DATA SUBMITTED

Group A, Series 830-Product Identity, Composition, and Analysis (40 CFR 155, 160, 162,
167, 175 & 180)

. 830-1550 Product Ideptity and Composition

This product contains one registered technical grade of an active ingredient pius cleared inert
ingredients intended for non-food uses {refer to product's basic CSF dated 16/JUN/2004).

830-1600 Description of Materials Used to Produce the Product:
Refer to Confidential appendix A.

830-1650 Description of Formulation Process:
Refer to Confidential appendix A.

830-1670 Discussion of Formation of Impurities:
Refer to Confidential appendix A.

830-1700 Preliminary Apalysis:
Refer to Confidential appendix A.

. 830-1750 Certified Limits:
Refer to Confidential appendix A.

830-1800 Enforcement Analytica] Method:

Adequate analytical method is available for enforcement. The method was previously submitted
and reviiwed in connection with registration of the technical sources, Cyphenothrin, Reg. No.
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.1550 Product identity and composition Y 463038-01
.1600 Description of materials used to produce the product Y 463038-01
.1650 Description of formulation process Y 463038-01
.1670  Discussion of formation of impurities Y 463038-01
.1700 Preliminary analysis Y 463038-01
1750 Certified limits Y 463038-01
.1800 Enforcement analytical method Y 463038-01

H upgrading; 1 = Incomplete or in progress; W = Waived.

o
158.190)
Guideline Reference NO.(GRN Data Value or Qualitative Description | MRID No.
830.)/Title Fulfilled
6302 Color Y Clear golden yellow. 463038-02
6303 Physical state Y Liquid. 463038-02
6304 Odor Y Sharp sweet smell, slightly 463038-02
irritating.
.6314 Oxidation/seduction: NA Does not contain an oxidising or
Chemical incompatibility reducing agents.
.6315 Flammability/{lame Y >200°F. 463038-02
extension
.6316 Explodability NA Not considered Io be explosive.
6317 Storage stability G
6319 Miscibility Y Completely miscible in aromatics, | 463038-02
' petroleumn distillates and alcohols.
Immiscible in water.
.6320 Corrosion G
characteristics
6321 Dielectric breakdown NA 1t is not recommended for use
vollage around electrical equipment.
7000 pH NA Insoluble in water,
7100 Viscosity Y 94.5 cps @ 23°C. 463038-02
7300 Density/relative Y 1.076 @ 20°C. 463038-02
density/bulk density

Explanations: Y =The requuremems were fulfilled; N = The requirements nol fulfilled; N/A = Nol applicable; G = Data gap; U = Requires
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*Manufacturing process information may be entitled to confidential treatment*®

4

Confidential Appendix A
830-1600 Description of Materials Used to Produce the Product:

One registered technical grade of an active ingredient plus cleared inert ingredients intended for
non-food uses {refer to product's basic CSF dated 12/0CT/2004).

830-1650 Description of Formulation Process:

830-1670 Discussion of Formation of Impurities:

The applicant reported no impurities >0.1% by weight were known to be formed during
formulation and storage of the product. There was no chemical reaction in the process.

830-1700 Preliminary Analysis:

The submitted results of preliminary analysis agree with the label claim nominal concentrations
of the active ingredients in the product.

830-1750 Certified Limits:

The applicant re&)orted the same certified limits as those in product's CSF, a basic formulation
dated 16/JUN/2004.

¢:S, Malak and Central File (Reg. No. 2517-1L).
7505C:RD:TRB:CM-2:Rmn.268;5.m.03/FEB!2005:703-308-9365: <2517-1..>.
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[MASTER CARTON/PACK LABEL ~- FRONT PANEL]

Sergeant’s Cyphenothrin
Squeeze-On For Dogs SRR

* DO NOT USE ON CATS [Box/Icon with Cat Image and Crcrs Out]
[+ Pleasant Fresh Scent [or][Fragrance]]
[+ Flea & Tick Control for Dogs & Puppies 12 weeks old and older] L
[+ ?? {?? - dependent on applicator size and quantity in market package-  «-+-
“e.g.3, 6 or 12 Months”} Supply][ For Dogs Weighing Up To ?? Lbs.] v
[+ Three Way Protection [Kills fleas, ticks, and mosquitoes]] [for up to 42 days]
[per application]
[*Three Way Protection to [Kills fleas, ticks, and mosquitoes]]
[+3 Way Protection! Kills ticks, & mosquitoes]
[+ Extended Protection ] [[42-Day] [6 Week] [Flea ,Tick & Mosquito
Treatment]
[+ 42-Day Flea and Tick Control]
[+ For Dogs & Puppies (Over 12 Weeks of Age) Less than 15 Ibs.]
[+ For Dogs & Puppies (Over 12 Weeks of Age) 15 to 33 1bs.]
[+ For Dogs & Puppies (Over 12 Weeks of Age) 33 to 66 lbs.]
[+ For Dogs & Puppies (Over 12 Weeks of Age) 66 lbs and Over]
[* Three Applications {for cartons with 3 applicators}.] and/or [4-1/2 Month
Supply] or [18 Week Supply]
[+ For Dogs [less than 15 lbs.] or [15 1bs. to 33 Ibs.] or [33 Ibs. to 66 lbs.] or [66
1bs. and Over)
[+ Best if used year round!]
[+ Kills & Repels Fleas Up to [6 weeks], [42 days!]
[+ Kills & Repels New Fleas in less than 1 hour!]
[+ Kills & Repels New Ticks in less than 3 hours!]
[+ Kills & Repels 95% of Fleas and Ticks [and continues to work for up to six
weeks]
[+ Kills 99% of Fleas one day after application]
Prevents ticks from attaching and feeding within 3 hours after application]
95% efficacy against ticks for up to[6 weeks] [42 days]
Kills and Detaches Ticks]
Kills over 95% of Ticks]
Easy to Use Application]
Specially Formulated for Dogs and Puppies]
Patented Technology [combines effectlveness with gentleness!]]
42 Day Protection!]
Monthly Calendar Stickers Inside!]
Kills Mosquitoes for up to [30 days!] [42 days!]
[+ Kills Mosquitoes (vector of West Nile Virus) for up to [30 days] [42 days!]

[*
N
N
N
N
N
N
N
N
N
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[+ Protects Against Blood Feeding by Mosquitoes (vector of Heartworm) For

up to [30 days!] [42 days!]

[+ Kills & Repels Ticks for Up to [42 days],[6 weeks]!]

[+ Kills & Repels Deer Ticks (vector of Lyme Disease) for up to [ 35 days!] [ 42
days!]

[» Kills & Repels Ticks (Including Deer Ticks) for up to [35 days!] [42 days!]

[+ Kills & Repels Brown Dog Ticks [(Rhipicephalus sanguineus)] for up to

42 days!]

[+ Kills & Repels American Dog Ticks [(Dermacentor variabilis)] for up to

42 days!]

[+ Apply every [42 days], [6 weeks]!]

[+ 42 Days Flea and Tick Treatment!]

[+ Kills & Repels Fleas and Ticks for up to 42 days!]

[» Kills & Repels Mosquitoes that are vectors of West Nile Virus.]

[+ Waterproof formula.}

[+ Dogs can be bathed 24 hours after squeeze-on is applied]

[» Continues to work 50% longer than other leading brands)

[+ Longest lasting, quick acting]

{* May contain graphics lustrating product use, e.g., dog with a drop
falling onto its neck from a vial on front, side, or back carton lahel and/or
applicator labeling.]

[ ]1-Denotes Optional Statements and/or Images that May be Used on Front,
Back or Side Label Panels.

ACTIVE INGREDIENTS:
Cyphenothrin (CASH# 39515-40-7) +..vvrovrveereee. 40.0%
OTHER INGREDIENTS: .....ovvvvvvooorrerrrere. 60.0%
TOTAL: oovooveorceseeeeeveecroeereesreeeeseerrecssesenseesneens 100.0%

KEEP OUT OF REACH OF CHILDREN

CAUTION
See [Back][or][Side] Label Panel[s] for Additional Precautionary Statements

NET CONTENTS: [THREE][SIX][TWELVE] 1.0 ml Tubes
[THREE][SIX][TWELVE] 1.5 ml Tubes
[THREE][SIX][TWELVE] 3.0 ml Tubes
[THREE][SIX][TWELVE] 4.5 m] Tubes
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[MASTER CARTON/PACK LABEL - BACK/SIDE PANELS]

Sergeant’s Cyphenothrin
Squeeze-On For Dogs

[DO NOT USE ON CATS] [Box/Icon with Cat Image and Cross-Out]

READ ENTIRE LABEL BEFORE EACH USE,
USE ONLY ON DOGS AND PUPPIES OVER 12 WEEKS OF AGE.
DO NOT USE ON CATS

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS AND DOMESTIC ANIMALS
CAUTION: Harmful if swallowed or absorbed through skin. Causes moderate eye irritation.
Avoid contact with eyes or clothing. Wash thoroughly with soap and water after handling.
FOR EXTERNAL USE ON DOGS ONLY. Do not use on puppies under 12 weeks of age.
Consult a veterinarian before using this product on debilitated, aged, medicated, pregnant, or
mursing dogs. Consult a veterinarian before using on dogs with known organ dysfunction. DQ
NOT USE ON CATS or animals other than dogs. Cats that actively groom or engage in close
physical contact with treated dogs may be at risk of serious harmful effects. Sensitivities may
occur after using ANY pesticide product on pets. If signs of sensitivity occur bathe your dog
with a mild soap and rinse with large amounts of water. I signs continue, consult a veterinarian
immediately.

FIRST AID

Ifin eyes * Hold eye open and rinse slowly and gently with water for 15-20 minutes.
+ Remove contact lenses, if present, after the first 5 minutes, then continue
rinsing eye.

+ Call a poison control center or doctor for treatment advice.

If swallowed « Immediately call a poison conirol center or doctor.

* Do not induce vomiting unless told to do so by the poison control center
or doctor.

* Do not give any liguid to the person.

* Do not give anything by mouth to an unconscious person.

If on skin or + Take off contaminated clothing.
clothing * Rinse skin immediately with plenty of water for 15-20 minutes.
« Call a poison control center or doctor for treatment advice.
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HOTLINE NUMBER
Have the product container or label with you when calling a poison control center or doctor, or
going for treatment. You may also contact 1-800-224-PETS [or]{x-xxx-xxX-xxxx] for
emergency medical freatment information.

NOTE TO PHYSICIAN OR YETERINARIAN
Treat patient symptomatically

DIRECTIONS FOR USE
It is a violation of Federal law to use this product in a manner inconsistent with its labeling.
DO NOT USE ON CATS. Maybe toxic and potentially fatal if applied to or ingested by cats.

How to apply: Remove product tube from package. Holding tube with top end pointing up and
away from face and body, snap or cut off top end. Invert tube over dog and use open end to part
dog’s hair, Squeeze tube firmly to apply all of the solution to the dog’s skin, as directed below.
Repeat application may be made if necessary, but do not apply more often than once every 4
weeks.

For Dogs Weighing 15 |bs. and Under: {For cartons containing 1.0 ml applicator tubes}
Apply one tube (1.0 ml) as a spot or stripe to the dog’s back between the shoulder blades.

For Dogs Weighing Between 15 and 33 Ibs. {For cartons containing 1.5 ml applicator
tubes}
Apply one tube (1.5 ml) as a spot or stripe fo the dog’s back between the shoulder blades.

For Dogs Weighing Between 33 and 66 Ibs. {For cartens containing at Ieast two 1.5 ml
applicator tubes, or at least one 3.0 ml applicator tube}

[Apply two tubes (1.5 ml) as a spot or stripe to the dog’s back between the shoulder blades and
apply the second tube as a spot or stripe to the dog’s back directly in front of the base of the tail.]
- or - [Apply one tube (3.0 ml) as a confinuous stripe on the dog’s back starting between the
shoulder blades and.ending directly in front of the base of the dog’s tail.]

For Dogs Weighing 66 Ibs. and Over: {For cartons containing at least three 1.5 ml
applicator tubes, or at least one 4.5 ml applicator tube}

[Apply the first tube (1.5 ml) as a spot or stripe to the dog’s back between the shoulder blades
and apply the contents of the other two tubes (1.5 ml each) along the dog’s back extending to
directly in front of the base of the tail.] - or - [Apply one tube (4.5 ml) as a continuous stripe on
the dog’s back starting between the shoulder blades and ending directly in from of the base of
the dog’s tail.]
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IMASTER CARTON/PACK LABEL - BACK/SIDE PANELS]

STORAGE AND DISPOSAL
STORAGE: Do not remove tube from the pack until ready to use. Store in a cool (below
25°C) dry place inaccessible to children and pets. Do not refrigerate. Protect from direct
sunlight.
DISPOSAL: If empty: Do not reuse this container. Place in trash or offer for recycling if
available. If partly filled: Call your local solid waste agency or 1-800-CLEANUP for
disposal instructions. Never place unused product down any indoor or outdoor drain.

[Sergeant’s Cyphenothrin Squeeze-On For Dogs is an effective and easy to use product.]
[Sergeant’s Cyphenothrin Squeeze-On For Dogs has demonstrated that greater than 95%
control of fleas and ticks are killed within one day of application.] [As with all flea and tick
control products, Sergeant’s Cyphenothrin Squeeze-On For Dogs should be used as part of a
program aimed at reducing flea populations in the dog’s environment (bedding, carpets, kennel,
yard).] [Consult your retailer for program recommendations.]

l'www.sergeants.com? MADE IN
USA

[Sergeant’s is committed to providing high quality products. If you have questions or comments
about this product, please write: Sergeant’s Consumer Response; P.Q. Box 540399; Omaha, NE
68154-0399.)

[Satisfaction Guaranteed!] [ Please return for a refund if not completely satisfied!]
[In Case of Emergency, call 1-800-224-PETS.]

[WARRANTY: SERGEANT’S PET CARE PRODUCTS, INC, MAKES NO WARRANTY OF
MERCHANTABILITY, FITNESS FOR ANY PARTICULAR PURPOSE, OR OTHERWISE,
EXPRESSED OR IMPLIED, CONCERNING THIS PRODUCT OR ITS USES WHICH
EXTEND BEYOND THE USE OF THE PRODUCT UNDER NORMAL CONDITIONS IN
ACCORDANCE WITH THE STATEMENTS MADE ON THIS LABEL.]

Made 1n the USA For:

Sergeant’s Pet Care Products, Inc. [BAR CODE AREA]
Omaha, NE 68130

EPA Reg. No. 2517 -XX

EPA Est, No. XXXXX -XX -XXX
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[TUBE/APPLICATOR LLABEL)]

FRONT PANEL -

Sergeant’s Cyphenothrin Squeeze-On For Dogs, [Box/Icon with Cat Image and Cross-Out],
[1.0ml} or [1.5 ml} or [3.0 ml] or [4.5 ml], Active Ingredients: Cyphenothrin 40.0%; Other
Ingredients: 60.0%

BACK PANEL -

READ DIRECTIONS/PRECAUTIONS BEFORE USING.
CAUTION: KEEP OUT OF REACH OF CHILDREN
EPA REG. NO. 2517-XX

Revised 06/16/2004;
S:AMain\Sergeant’s Pet Products\Labels\Sergeant’s Cyphenothrin Squeeze-On For Dogs.
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[MASTER CARTON/PACK LABEL - FRONT PANEL]

Sergeant’s Cyphenothrin

Squeeze-On For Dogs et
* DO NOT USE ON CATS [Box/Icon with Cat Image and Cross-Qt] ¢ o
[« Pleasant Fresh Scent [or][Fragrance]] seses sese

[« Flea & Tick Control for Dogs & Puppies 12 weeks old and oIderj vens
[* 7?7 {27 - dependent on applicator size and quantity in market package - “eses”

“e.g.3, 6 or 12 Months”} Supply][ For Dogs Weighing Up To 77 Lbs.) seen
[ 'I'hrcc Way Protection [Kills fleas, ticks, and mosquitoes]] [for up to 42 da'ys']
[per application]

[*Three Way Protection to [Kills fleas, ticks, and mosquitoes]]

[*3 Way Protection! Kills ticks, & mosquitoes]

[+ Extended Protection] [[42-Day] [6 Week] [Elea ,Tick & Mosquito

‘Treatment)

[+ 42-Day Flea and Tick Control]

[+ For Dogs & Puppies (Over 12 Weeks of Age) Less than 15 Ihs.]

[* For Dogs & Puppies (Over 12 Weeks of Age) 15 to 33 ibs.]

[* For Dogs & Puppies (Over 12 Weeks of Age) 33 to 66 Ibs.]

[* For Dogs & Puppies (Over 12 Weeks of Age) 66 Ibs and Over]

[ Three Applications {for cartons with 3 applicators}.] and/or [4-1/2 Month
Supply] or [18 Week Supply]

[* For Dogs [less than 15 1bs.]) or [15 Ibs. to 33 Ibs,] or [33 Ibs. to 66 1bs.] or [66
Ibs. and Over]

[+ Best if used year round!]

[* Kills & Repels Fleag Up to [6 weeks], [42 days!]

[* Kills & Repels New Fleas in less than 1 hour!]

[ Kills & Repels New Ticks in less than 3 hours!]

[+ Kills & Repels 95% of Fleas and Ticks [and continues to work for up to six

weeks)

[* Kills 99% of Fleas one day after application]

[* Prevents ticks from attaching and feeding within 3 hours after application]

[* 95% efficacy against ticks for up to[6 weeks] [42 days)

[+ Kills and Detaches Ticks]

[« Kills over 95% of Ticks]

[+ Easy to Use Application]

[* Specially Formulated for Dogs and Puppies)

[» Patented Technology [combines effectiveness with gentleness!])

[* 42 Day Protection!)

[* Monthly Calendar Stickers Inside!]

[+ Kills Mosquitoes for up to [30 days!] [42 days!]

[« Kills Mosquitoes (vector of West Nile Virus) for up to [30 days] [42 days!]
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B I S

[+ Protects Against Blood Feeding by Mosquitoes (vector of Heartworm) For

up to [30 days!] [42 days!]

[+ Kills & Repels Ticks for Up to [42 days],[6 weeks]!]

[+ Kills & Repels Deer Ticks (vector of Lyme Disease) for up to [ 35 days!] [ 42
days!]

[+ Xills & Repels Ticks (Including Deer Ticks) for up to [35 days!] [42 days!]

[+ Kills & Repels Brown Dog Ticks [(Rhipicephalus sanguineus)] for up to

© 42 days!]

[+ Kills & Repels American Dog Ticks [{Dermacentor variabilis)] for up to

42 days!]

[» Apply every [42 days], [6 weeks]!]

[+ 42 Days Flea and Tick Treatment!]

[+ Kills & Repels Fleas and Ticks for up to 42 days!]

[+ Kills & Repels Mosquitoes that are vectors of West Nile Virus.]

[+ Waterproof formula.]

[* Dogs can be bathed 24 hours after squeeze-on is applied]

[+ Continues to work 50% longer than other leading brands]

[+ Longest lasting, quick acting]

{* May contain graphics illustrating product use, e.g., dog with a drop _
falling onto its neck from a vial on front, side, or hack carton label and/or
applicator labeling.}

{ 1~ Denotes Optional Statements and/or Images that May be Used on Front,
Back or Side Label Panels.

ACTIVE INGREDIENTS:

Cyphenothrin (CAS# 39515-40-7) «.oerervvveeenrn 40.0%
OTHER INGREDIENTS: +.c.oovvoeeoorerererrs oo 60.0%
TPOTAL: creoreconererreossiressesessssssssessssssssssses s 100.0%

KEE? OUT OF REACH OF CHILDREN

CAUTION
See [Back][or][Side] Label Panel[s] for Additional Precautionary Statements

NET CONTENTS: [THREE]{SIX[[TWELVE] 1.0 ml Tubes
[THREE][SIX][TWELVE[ 1.5 m! Tubes
[THREE]{SIX][TWELVE] 3.0 ml Tubes
[THREE][SIX][TWELVE] 4.5 ml Tubes
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[MASTER CARTON/PACK LABEL - BACK/SIDE PANELS]

Sergeant’s Cyphenothrin
Squeeze-On For Dogs

{DO NOT USE ON CATS] [Box/Icon with Cat Image and Cross-Qut]

READ ENTIRE LABEL BEFORE EACH USE.
USE ONLY ON DOGS AND PUPPIES OVER 12 WEEKS OF AGE.
DO NOT USE ON CATS

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS AND DOMESTIC ANIMALS
CAUTION: Harmful if swallowed or absorbed through skin. Causes moderate eye irritation.
Avoid contact with eyes or clothing. Wash thoroughly with soap and water after handling.
FOR EXTERNAL USE ON DOGS ONLY. Do not use on puppies under 12 weeks of age.
Consult a veterinarian before using this product on debilitated, aged, medicated, pregnant, or
nursing dogs. Consult a veterinarian before using on dogs with known organ dysfunction. DO
NOT USE ON CATS or animals other than dogs. Cats that actively groom or engage in close
physical contact with treated dogs may be at risk of serious harmful effects. Sensitivities may
accur after using ANY pesticide product on pets. If signs of sensitivity occur bathe your dog
with a mild soap and rinse with large amounts of water. If signs continue, consult a veterinarian
immediately.

FIRST AID

Ifin eyes * Hold eye open and rinse slowly and gently with water for 15-20 minutes.
! « Remove contact lenses, if present, after the first 5 minutes, then continue

rinsing eye.

« Call a poison control center or doctor for treatment advice.

If swallowed » Immediately call a poison control center or doctor.

« Do not induce vomiting unless told to do so by the poison control center
or doctor.

+ Do not give any liquid to the person.

+ Do not give anything by mouth to an unconscious person.

If on skin or + Take off contaminated clothing.
clothing » Rinse skin immediately with plenty of water for 15-20 minutes.

* Call a poison control center or doctor for treatment advice.




HOTLINE NUMBER

going for treatment. You may also contact 1-800-224-PETS [or][x-xxx-xxx-xxxx] for
emergency medical treatment information.

Have the product container or label with you when calling a poison control center or doctor, or |

NOTE TO PHYSICIAN OR VETERINARIAN
Treat patient symptomaticaily

DIRECTIONS FOR USE
It is a violation of Federal law to use this product in a manner inconsistent with its labeling,
DO NOT USE ON CATS. May be toxic and potentially fatal if applied to or ingested by cats.

How to apply: Remove product tube from package. Holding tube with top end pointing up and
away from face and body, smap or cut off top end. Invert tube over dog and use open end to part
dog’s hair. Squeeze tube firmly to apply all of the solution to the dog’s skin, as directed below.
Repeat application may be made if necessary, but do not apply more often than once every 4
weeks.

For Dogs Weighing 15 Ibs, and Under: {For cartons containing 1.0 m! applicator tubes}
Apply one tube (1,0 ml) as a spot or stripe to the dog’s back between the shoulder blades.

For Dogs Weighing Between 15 and 33 Ibs. {For cartons containing 1.5 mi applicator
tubes}
Apply one tube (1.5 ml) as & spot or stripe to the dog’s back between the shoulder blades.

For Dogs Weighing Between 33 and 66 lbs. {For cartons containing at least two 1.5 ml
applicator tubes, or at least one 3.0 ml applicator tube}

[Apply two tubes (1.5 ml} as a spot or stripe to the dog’s back between the shoulder blades and
apply the second tube as a spot or stripe to the dog’s back directly in front of the base of the tail.]
- or - [Apply one tube (3.0 ml) as a continuous stripe on the dog’s back starting between the
shoulder blades and ending directly in front of the base of the dog’s tail.]

For Dogs Weighing 66 lbs. and Over: {For cartons containing at least three 1.5 ml
applicator tubes, or at least one 4.5 ml applicator tube}

[Apply the first tube (1.5 ml) as a spot or stripe to the dog’s back between the shoulder blades
and apply the contents of the other two tubes (1.5 ml each) along the dog’s back extending to
directly in front of the base of the tail.] - or - [Apply one tube (4.5 ml) as a continuous stripe on
the dog’s back starting between the shoulder blades and ending directly in from of the base of
the dog’s tail.]
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[MASTER CARTON/PACK LABEL - BACK/SIDE PANELS]

STORAGE AND DISPOSAL
STORAGE: Do not remove tube from the pack until ready to use. Store in a cool (below
25°%C) dry place inaccessible to children and pets. Do not refrigerate. Protect from direct
sunlight. _
DISPOSAL: If empty: Do not reuse this container. Place in trash or offer for recycling if
available. If partly filled: Call your local solid waste agency or 1.800-CLEANUP for
disposal instructions. Never place unused product down any indoor or outdoor drain.

[Sergeant’s Cyphenothrin Squeeze-On For Dogs 1s an effective and easy to use product.]
[Sergeant’s Cyphenothrin Squeeze-On For Dogs has demonstrated that greater than 95%
control of fleas and ticks are killed within one day of application.] [As with all flea and tick
control products, Sergeant’s Cyphenothrin Squeeze-On For Dogs should be used as part of a
program aimed at reducing flea populations in the dog’s environment (bedding, carpets, kennel,
yard).] [Consult your retailer for program recommendations.]

[www,sergeants.com) ' MADEIN
USA

[Sergeant’s is committed to providing high quality products. If you have questions or comments
about this product, please write: Sergeant’s Consumer Response; P.O. Box 540399; Omaha, NE
68154-0399.] :

[Satisfaction Guaranteed!] [ Please retumn for a refund if not completely satisfied!]
[In Case of Emergency, call 1-800-224-PETS.]

[WARRANTY: SERGEANT’S PET CARE PRODUCTS, INC. MAKES NO WARRANTY OF
MERCHANTABILITY, FITNESS FOR ANY PARTICULAR PURPOSE, OR OTHERWISE,
EXPRESSED OR IMPLIED, CONCERNING THIS PRODUCT OR ITS USES WHICH
EXTEND BEYOND THE USE OF THE PRODUCT UNDER NORMAL CONDITIONS IN
ACCORDANCE WITH THE STATEMENTS MADE ON THIS LABEL.]

Made in the USA For:

Sergeant’s Pet Care Products, Inc. [BAR CODE AREA]
Omaha, NE 68130

EPA Reg. No. 2517 -XX

EPA Est, No. XOOIXX -XX -XXX




[TUBE/APPLICATOR LABEL)]

FRONT PANEL -

Sergeant’s Cyphenothrin Squeeze-On For Dogs, [Box/Icon with Cat Image and Cross-Out],
[1.0 mij or [1.5 mi} or [3.0 ml] or [4.5 ml], Active Ingredients: Cyphenothrin 40.0%; Other
Ingredients: 60.0%

BACK PANEL -

READ DIRECTIONS/PRECAUTIONS BEFORE USING.
CAUTION: KEEP OUT OF REACH OF CHILDREN
EPA REG. NO. 2517-XX '

Revised 06/16/2004:
SiMain\Sergeant’s Pet Products\Labels\Sergeant's Cyphenothrin Squeeze-On For Dogs.
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*Product ingredient source information may be entitled to confidential treatment*

e o °

DATE OUT: 03/FEB/2005

FEE: PRODUCT CHEMISTRY REVIEW OF: Manufacturing-Use { ] End-Use Product {X]

DP BARCODE:D305947 EPA RECEIVED DATE:27/JUL/2004 FILE SYMBOL/REG:2517-IN
PRODUCT:Sergeant’s Cyphenothrin+ 1GR Squeeze-On For Dops MRID4616061-01 & -02 ACTIONR31
COMPANY : Serceant's Pet Care Products, lnc. NON-FOOD USES [X] DBECISION NO.: 338118
PPC NUMBER OF THE TGAIsIN THE PRODUCT; 129013, 129032

FROM: Sani Malak, Chemist/%‘?f Kj&’ﬁ[#é‘ /.»/,5 ‘ N S
Technical Review Branch/RD (7505C) \bf VYN g ST

TO: 13 George LaRocea/Linda DeLuise
Insecticide Brauch/RD (7505C)

INTRODUCTION:

In a letter dated 15/JUN/2004, Brazos Associates, Inc. an agent for lhe applicant requested

; registration of subject product. In support of this action, the applicant included product chemistry

‘ data, a proposed label, a proposed basic CSF dated 29/DEC/2003, Furnwulatbr’s Exemption,
Cerlificate with respect ty Citationt of Data, and data Matrix..

FINDINGS:

la.  The subject product was produced by a non-integraled formulation system, niweaning that
the two active ingredients in the protuct are registered. Tlie product contains 40%
Cyphenothrin, Reg. No [ ptvs 2% Nylar, Reg. No, meeamsseosr

1b.  The subject product, an msecticide, 18 mtended for insect control infesting dogs and
puppies older than 12 weeks.

2a.  Theapplicant should be advised to submit product chemisiry data requirements pertaining,
to the storage stability (GRN 830.6317) and corrosion characteristies (GRN 8§30.6320)
identified in tliis memorandum as data gaps.

. 2b.  Exceptfor the data gaps in Finding 2(a) above, the submitted/referenced product chemistry
data 1s adequate and support registration of subject product.

3. Adequate analytical method 1s available for enforcement. Tle method was previbusly
submitted and reviewed in connection with registration of the technical sourcess,
Cyphenothrin, Reg. No. [l and Nylar, reg. No, »esmsmsresere

4, The label claint nominal concentralions of 40% Cyphenothrin plus 2 % Nylar are consistent
with thal in the submitted basic CSF clated 16/JUN/2004, bbth are in conipliance with tlie
regulations of PR Notice 91-2. Further, the storage and dispesal statentent and the
physial or chemical hazards statement are in contpliance with the regulations of
40CFR§156.78.

5. The proposed basic CSF dated 29/DEC/2003, was tilled out correctly ut compliance with
the regulations pf PR Notice 91-2. Furtlter, the upper and lower certified limits are within
the standard limits of 40CFR$158.175(b)(2). All tugredients claimed in the CSF are
cleared for use in pesticide formulations intended for nou-food uses.

CONCLUSIONS: After resolving Finding 2(a) above, the TRB will have 1o abjections for
registration of subject product.
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*Product ingredient source information may be entitled to confidential treatment*

” : !
..
' .
.

2
REVIEW OF PRODUCT CHEMISTRY DATA:

1. A statement of data confidentiality dated 29/DEC/2003 was included with this submission
claiming confidentiality of some of the submitted data on the basis of its falling within the
scope of FIFRA§10(d)(1)(A), (B), or (C). Review of CBI data has been removed to
Confidential Appendix A.

2. A GLP statement dated 20/MAR/2003 was included with this submission to the effect that
some of the submitied studies were conducted in compliance with the GLP requirements
of 40CFR§160.

DATA SUBMITTED

Group A, Series 830-Product Identity, Composition, and Analysis (40 CFR 155, 160, 162,
167, 175 & 180)

. 830-1550 Product Identity and Composition

This product contains two registered technical grade of an active ingredients }:Ius cleared inert
ingredients intended for non-food uses (refer to product's basic CSF dated 28/DEC/2003).

830-1600 Description of Materi sed to Produce the Product:
Refer to Confidential appendix A.

830-1650 Description of Formulation Process:
Refer to Confidential appendix A.

830-1670 Discussion of Formation of Impurities:
Refer to Confidential appendix A.

830-1700 Preliminary Analysis:
. Refer to Confidential appendix A.

830-1750 Certified Limits:
Refer to Confidential appendix A.

830-1800 Enforcement Analvtical Method:

Adequate analytical method is available for enforcement. The method was previously submitted
and reviewed in connection with registration of the technical sourcess, Cyphenothrin, Reg. No.
and Nylar, reg. Noﬂ
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Identity, Compesition, Formulation, and Analysis, Subgroup A, Series 830.1550 to
830.1800 (40 CER 158.155 to 158.180)

.1550 Product identity and composition Y 461661-01
.1600 Description of materials used to produce the product Y 461661-01
.1650 Description of formulation process Y 461661-01
.1670 Discussion of formation of impurities Y 461661-01
1700 Preliminary analysis Y 461661-01
1750 Certified limits Y 461661-01
l .1800 Enforcement analytical method Y 461661-01
sical an emical Properties, Subgroup B, Series 330, to -
158.190)
Guideline Reference NO.(GRN Data Vaiue or Qualitative MRID No,
830.)/Title Fulfiled § Description
6302 Color Y Yellow. 461661-02
.6303 Physical state Y Liquid. 461661-02
.6304 Odor Y QOdorless. 461661-02
.6314 Oxidation/seduction: NA Does not contain an oxidising
Chemical incompatibility or reducing agents.
.6315 Flammability/flame Y > 200°F, 461661-02
L extension
6316 Explodability NA Not considered to be explosive.
6317 Storage stability G
.6319 Miscibility Y Completely miscible in 461661-02
aromatics, petroleum distillates
and alcohols. Immiscibie in
water,
.6320 Corrosien G
characteristics
.6321 Dielectric breakdown NA It is not recommended for use
voltage around electrical equipment.
7000 pH NA Insoluble in water.
7100  Viscosity Y 94.5 cps @ 23°C. 461661-02
.7300 Density/relative Y 1.079 @ 24°C. 461661-02
density/bulk density . ST S—
Explanations: Y =The requirements were fulfilled; N = The requiremenis nol fulfilled; N/A = Nol applicable; G = Oala gap; U = Requires
upgrading; 1 = Incomplele or in progress; W = Waived.
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*Manufacturing process information may be entitled to confidential treatment*®

4
Confidential Appendix A
830-1600 Description of Materials Used to Produce the Product:

Two registered technical grade of an active ingrédients plus cleared inert ingredients intended for
non-food uses (refer to product's basic CSF dated 29/DEC/2003).

830-1650 Description of Formulation Process:

£30-1670 Discussion of Formation of Impurities:

The applicant reported no impurities >»0.1% by weight were known to be formed during
formulation and storage of the product. There was no chemical reaction in the process.

830-1700 Preliminary Analysis:

The submitted results of preliminary analysis agree with the label claim nominal concentrations
of the active ingredients in the product.

830-1750 Certified Limits:

The applicant reported the same certified limits as those in product's CSF, a basic formulation
dated 29/DEC/2003.

ce:S. Mazlak end Central File (Reg. No. 2517-IN).
7305C:RD:TRR:CM-2;Rm. 268:5.m.03/FEB/2005:703-308-9365: < 2517-IN> .

335

——




Brazos Associates, Inc.”

1806 Auburn Drive ® Carrollton, Texas 75007-1451
Phone: 972-939-8390 ® Facsimile: 972-939-8370
E-mail: marla@brazosassociates.com

By Overnight Courier Delivery

September 7, 2004

Document Processing Desk (PM-13)
Office of Pesticide Programs

U.S. Environmental Protection Agency
Room 266A, Crystal Mall #2

1801 South Bell Street

Arlington, VA 22202

Attn:  Mr. George T. LaRocca
Product Manager Team 13

Bear Mr. LaRocca:

RE: Sergeant’s Cyphenothrin Squeeze-On For Dogs
EPA File Symbol: 2517-IL

This submission of additional Efficacy Data is being made at the request of our client,

Sergeant’s Pet Care Products, Inc., and with respect to the above referenced pending registration.

With this submission we are providing the following:

EPA Application for Pesticide Registration (EPA Form 8570-1)

Revised EPA Data Matrix (Agency & Public File Copies)(EPA Form 8570-35)
Letter of Agent Authorization from Sergeant’s Pet Care Products, Inc.

LN I o

ERE N N
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Mr. George T. LaRocca

U.S. Environmental Protection Agency
September 7, 2004

Page 2

Should you have aﬁy questions or need additional infermation please do not hesitate to
contact us.

Sincerely,

i %
Maria K. Jackson
Agent for Sergeantiy’Pet Care Products, Inc.

cC: Mr. Larry Nouvel - Nouvel & Assoctates, Inc.

Proooz o
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Picaso raad instructions on reversa before complet l.m';;. Form Approved. OMB NO’. 2270-0080W§'

- Unitod States Registration | OPF tdentifior Number

\‘F’EPA Environmental Protection Agency Amendment
Washington, OC 20460 v | Other
Application for Pesticide - Section |

1. CompanyiProduct Numbar 2. EPA Product Manager sed Classification
2517-IL George T. LaRocca LJ Nons Restricted
4, Company/Product {Nama} PM#

Sergeant's Cyphenothiin Squeeze-On for Dogs 13
S. Name end Address of Applicent finc/ude ZiP Code} 6. ited Reveiw. in accordance with FiFRA Secti (I3}
Sergeant's Pet Care Products, Inc. {bii}, my producTissimilar or identical in compostitn and labeling
2637 South 158 Plaza, Suite 100 to:

Omaha, NE 68130-1703 EPA Reg. No.

D Check if this i’s @ new sddress b fame \

Section - Il

i Amendmont - Explain balow. I r Finat printed labalg in rapsonsa to
Agongey lottor dstad
D Rssubmission in responsa to Agency !stter datad EI "Mea Too" Applivation.

| Notification - Explain below. Other - Explain below.

Explanation: Uso edditional pege(s! if nacessary. (For soction | ond Sestion |1}

Submission of addilional Efficacy Ozla for registration support.

Section - Il

1. MEresial This Product Will Ba Pockaged in: /

Chlld-ResisteM Unit Packaging Wetsr Soluble Packaging 2. Typa of (;:::;V
Yos i Yes /_,..- 1ol
l:f B e Piastic
No No No // [ Glass

- " et ]
. . i *Yos No. por o.por apor
*
Ca'bﬁc.a&an must Unit Packaging wogt.  containar Pack container Other Spacify)
be submrtted P

3. Locotion of Net Contants information L4~ Siz0is! Ratail Containar . ton of Lobal Oiractions
| .
L Lobsl ,unmv/ E__..J

§. Mannar in Whi el is Affixod to Product E 1Lithograph U Other \
Papar giuod
Stencilod - \_
Section - IV

1. Contact Point (Cornpluta items directly below for identification of individual 1o be contactod, if necessary, te process this ap(yr”c’aﬁ’ég.l

FEF
Name Title Tolophona N, [ch uda Area Codef
Marla K. Jackson Agent for Sergeant's Pet Care Products, inc. | 972-939-83%0, %, .
RN
Certification P 6. Onta Application
f cartify that the statomants | have mada on this form end all attechments thereto are trua, eccurate and Cﬂmolg,@_ F}{‘?LVN
t acknowtadge that eny knowlinglly felse or misleading statement may be punishabla by fina or imprsonment or - . {Stamped)
both under epplicable lew. o Poa
2. Signoture 3. Title S .
Agent for Sergeant's Pet Care Products, Inc. LR,
V &f/ 3. - v
4. Typed Name 5. Oato T

Marla K. Jackson

9/712004 h 338

EPA Form 8570-1 [Rev. 3-94]| Previous adilions sre obsgolete. White - EPA Fils Copy [original] Yollow - Applicant Copy
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1

Pet Care Produets, Inc.

March 11, 2004

Document Processing Desk (COADR)
Office of Pesticide Programs (7504C)
U.S. Environmental Protection Agency
Room 266A, Crystal Mall 2

1921 Jefferson Davis Highway
Arlington, VA 22202-4501

Attn:  Ms. Lois Rossi, Director
Office of Pesticide Programs — Registration Division

Dear Ms. Rossi:
Subject: Authorized Agents
Sergeant’s Pet Care Products, Inc. (EPA Company Number: 2517) hereby

appoints the following party as its primary agent of record to handle all registration
matters on our behalf before the U.S. Environmental Protection Agency:

Mz, Steven E. Rogosheske Phone: 651-330-1217
Rogosheske Consulting Fax: 651-330-1217

1479 West Pond Road E-mail: srogo@comeast.net
Eagan, MN 55122

In addition, representatives for the company named below are authorized to
handle registration matters on behalf of Sergeant’s Pet Care Products, Inc. including, but
not limited to, filing of submissions, direct correspondence with Agency Officials via
phone, fax, e-mail, etc., responding to or addressing other FIFRA related regulatory

issues;
Brazos Associates, Inc, Phone: 972-939-8390 s
1806 Aubum Drive Fax: 972-939-8370 TS
'ates : m S i*

Carrollton, TX 75007-1451 E-mail; michael@brazosas:

>

2637 S. 158th Plaza « Suite 100 » Omaha, NE 68130 « Phone: 402-938-7000 » Fax: 402-938-7099 » www.sergeanis.com

X
3
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March 11, 2004
Ms. Lois Rossi
Page 2

These appointments and authorization for Agent’s supersedes all others as
previously provided by Sergeant’s Pet Care Products, Inc. (D.B.A. “Sergeant’s Pet
Products’) and will remain in effect until revoked in writing by our firm. Should you
have any questions, please do not hesitate to contact me.

Sincerely,
\_/"/ / { ;l’y/ ) nw--\“% datrabig
Z 7 et & e Notary Public v
Joel Adamson
Senior Vice President Marketing
JO ANN KRENISKY
GENERAL NOTARIAL
SEAL
STATE OF NEBRASKA
Comyrission Expires
Sept. 28, 2008

Rk TOTAL, PﬁﬁE.@éﬁ‘o



Fom Approved OME Mo, 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S,W.
Wasltington, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collcction of information is estimated to average 0.25 hours per response for registration activitics and 0.25 hours per response for
reregistration and special review activities, ineluding time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S. W.,
Washington, DC 20460, Do not send the form to this address

DATA MATRIX
Date: 9/7/2004 EPA Rep. No./File Symboi: 2517-IL Pagc 1 of 5
Applicant’s/Registrant’s Name & Address: Sergeant's Pet Care Products, Inc. Product:
2637 South 158" Plaza, Ste. 100 Sergeant’s Cyphenothrin Squceze-On for Dogs

e Omaha, NE 68130-1703
Ingredient: Cyphenothrin
Guideline Ref. Number | Gutdeline Study Name MRID Number Submitter Status | Notc
Series 830 - Product Properties Fest Guidelines, Group A - Product Identity, Composition, and Analysis of Fest Guidelines:

830.1550 Product identity and Composition 46303801 Sergeant’s Pet Carc Products, Inc. OWN

830.t600 Description of Materials Uscd to Produce the Product 46303801 Sergcant’s Pet Care Products, Inc. OWN

830.1620 Description of Production Process 46303801 Scrgeant’s Pet Care Products, Inc. OWN

830.1650 Dscription of Formulation Proccss 46303801 Sergeant’s Pet Care Products, Inc. OWN

830,1670 Discussion of Formation of lmpurities 46303801 Sergeant’s Pet Cace Products, Inc. OWN

830.1700 Preliminary Analysis Not Applicable. Product is not a technicaf grade material and product is not

produced by an integrated formulation systcm.

830.1750 Certified Limits 46303801 Sergeant’s Pet Care Products, Ine. OWN

830.1800 Enforcement Analytical Method fl : . o 46303801 McLaughlin Gormicy King Company PER
Series 830 - Product Properties Test Guidcline, Group B « P]lysfcaﬂ(}netmcai ::'r’ropertlcs Test Guidelincs:

830.6302 Color 46303802 McLaughlin Gormley King Company PER

830.6303 Physical State :’t o ‘ ) o v : ) M ) M : ) “ " o 46303802 McLaughlin Gormley King Company PER

830.6304 Odor A R 46303802 McLaughlin Gormley King Cornpany PER
Signature: M “D k’@_ Name & Title:  Marla K. Jackson Date:

. - Agcent for Sergeant’s Pet Care Products, Inc 9/1/2004

EPA Form 8570-35 (9-97 EEccﬁc and Papcr versions available. Submit onty Paper Version

Agency Internal Use Copy
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Form Approved OWB Mo, 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
Washington, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated te average 0.25 hours per response for registration activities and 0.25 hours per response for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send corments regarding the burden estimatc or any other aspect of this
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division {2137), U.S. Environmental Protection Agency, 401 M Street, S. W.,
Washington, DC 20460. Do not send the form to this address

DATA MATRIX
Date:  9/7/2004 EPA Reg. No./File Symbol: 2517-IL Page 1 of 5
Applicant’s/Registrant’s Name & Address:  Sergeant’s Pet Care Products, Inc. Product:
2637 South 158" Plaza, Ste. 100 Sergeant’s Cyphenothrin Squeeze-On for Dogs
. Omaha, NE 68130-1703

Ingredient: Cyphenothrin
Guideline Ref. Number ] Guideline Study Name MRID Number Submitter Status | Note
Series 830 - Product Properties Test Guidelines, Group A - Product Identity, Composition, and Analysis of Test Guidelines:

830.1550 Product Identity and Composition 46303801 Sergeant’s Pet Care Products, Inc. OWN

330.1600 Description of Materials Used to Produce the Product 46303801 Sergeant’s Pet Care Products, Inc. OWN

830.1620 Description of Production Process 46303801 Sergeant’s Pet Care Products, Inc. OWN

830.1650 Description of Fermulation Process 46303801 Sergeant’s Pet Care Products, Inc. OWN

830.1670 Discussion of Formation of Impurities 46303801 Sergeant’s Pet Care Products, Inc. OWN

830.1700 Preliminary Analysis Not Applicable. Product is not a technical grade matcrial and product is not

produced by an integrated formulation system.

830.1750 Certified Limits . 46303801 Sergeant’s Pct Care Products, Inc. OWN

830.1800 Enforcémcnl Analytical Method .o s 46303801 McLaughlin Gormley King Company PER
Series 830 - Product Propcrties Test Guideline, Group B - Phys?gwgéfcfhghig% %’mperties Test Guidelines:

830.6302 Color 46303802 McLaughlin Gormiey King Company PER

830.6303 Physical State ‘E we s w}; ;;: ’ :: ) oo N N i @ 46303802 McLaughlin Gormley King Company PER

830.6304 Odor f L . ::u . ;w . ﬁwﬁ ‘ »; 46303802 McLaughiin Gormiey King Company PER
Signature: Mﬁp k@" Name & Title:  Marla K. Jackson Date:

o Agent for Sergeant’s Pet Care Products, Inc 712004

EPA Form 8570-35 {9-97} Elecﬁc and Paper versions available. Submit only Paper Version

Agency Internal Use Copy
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Form Approved OMB No. 2070-0060
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
Washington, D.C, 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average (.25 hours per response for registration activities and 0.25 hoors per response for
reregistration and special review activities, including time for reading the instructions and compicting the necessary forms. Send comments regarding the burden estimate or any other aspeet of this
colleetion of information, including suggestions for redueing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S. W.,
Washington, DC 20460. Do not send the form to this address

DATA MATRIX
Date: 9/7/2004 EPA Reg. Ne./File Symbol:  2517-1L, Page 2 of 5
Applicant’s/Registrant’s Name & Address: Sergeant’s Pt Care Products, Inc. Product:
2637 South 158" Plaza, Ste. 100 Sergeant’s Cypencthrin Squeeze-On for Dogs
o Omaha, NE 68130-1703
Ingredient:  Cyphenothrin
Guideline Ref. Number ] Guideline Study Name MRID Number Submitter Status | Note

Series 830 - Product Properties Test Guideline, Group B - Physical/Chemical Properties Test Guidelines - Comntinued:

830.6313 Stability to Normal and Elevated Temperatures Metals, and Metal lons Not Applicable. Not a technical grade product.

830.6314 Oxidation/Reduction: Chernical Incompatibility Waiver Requested: Product contains no oxidizing/reduction agents. Further,
product is packaged in smali {1 to 4.5 ml) containers for single/one time
application both of which minimize the potential for contact with other
products or materials.

830.6315 Flammability 46303802 McLaughlin Gormiey King Company PER

830.631¢6 Explodability Waiver Requested: Based on flash point of >201°F, lack of potential ly
. explosive formulation corponents, and limited package quantity (1 to 4.5
mi} there is no explosive potential.

e
830.6317 Storage Stability A 1-year Storage Stability Study with 0,3, 6, 9 and |2 montl1 analysis
. v e intervals is currently being conducted on behalf of Sergeant’s Pet Care
TR M Produets, Inc. by McLaughiin Gormley King Company and will be
o : W submitted to the Agency on completion.
230.6319 Miscibility Not Applicable. Producl i3 not labeled for nor intended to be mixed with
} N petroleum solvents.
830.6320 Corrosion Characteristics - °3 = :: ST SRR LU A Test is running in conjunction with Storage Stability Study.
Signature: 4 / Name & Title:  Marla K. Jackson Date:
J/L o { _j_‘_ /(: Agent for Sergeant’s Pet Care Prodiiets, Ine 9/7/2004
EPA Form 8570-35 (9-97) Elect/é and Paper versions available. Submil only Paper Version Agencey Internal Use Copy
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Form Approved OMB MNo. 2070-0060
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, 8.W.
Washingten, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collcetion of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per responsc for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms, Send cormnments regarding the burden estimate or any othcr aspect of this
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division {2137), U.8. Environmental Protection Agency, 401 M Street, S. W.,
Washington, DC 20460. Do not send the form to this address

DATA MATRIX
Date: 9/7/2004 EPA Reg. No./File Symbol:  2517-IL Page 2 of 5
Applicant’s/Registrant’s Name & Address: Sergeant’s Pet Care Products, Inc. Product:
2637 South 158" Plaza, Ste. 100 Sergeant’s Cypenothrin Squceze-On for Dogs
Omaha, NE 68130-1703
lng;edient: Cyphenothrin
Guideline Ref. Number | Guidcline Study Name MRID Number | Submifter Status | Note

Series 830 - Product Properties Test Guideline, Group B - Physical/Chemical Properties Test Guidelines - Continued:

830.6313 Stability to Mormal and Elevated Temperatures Metals, and Metal lons Not Applicable. Mot a technical grade product.

830.6314 Oxidation/Reduction: Chemical Incompatibility Waiver Requested: Product contains no oxidizing/reduction agents. Further,
“product is packaged in small (1 to 4.5 ml) containers for single/one time
application both of which minimize the potential for contact with other
products or materials.

830.6315 Flammability 46303802 McLaughlin Gormlcy King Company PER

830.6316 Explodability Waiver Requested: Based on flash point of »201°F, lack of potentially
explosive formulation components, and limited package guantity (1 to 4.5
ml) there is no explosive potential.

830.6317 Storage Stability A l-year Storage Stability Study with 0, 3, 6, 9 and 12 month analysis
' intervals is currently being conducted on behalf of Sergeant’s Pet Care
. oo Products, Inc. by McLaughlin Germiey King Company and will be
wu T e submitted to the Agency en completion.
830.6319 Miscibility i T Not Applicable. Product is not labeled for nor intended to be mixed with
petreleum solvents.
£30.6320 Cormosion Characteristics v« o : e w f:' v w ow Test is running in conjunction with Storage Stability Study.
lignature: / Name & Title:  Marla K. Jackson Date:
c,l._Qa, é; Agent for Sergeant’s Pet Care Products, Inc 9/7/2004
EPA Form 8570-35 (9-97) Elect njt and Paper versions available. Submit only Paper Version Agency Internal Use Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Strecet, S.W.,
Washingten, D.C. 20460

Fonm Approved OMB MNo. 2070-0060

Paperwork Reduction Act

Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this
collection of information, including suggestions for reducing the burden to: Director, OPPE information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S. W.,

Washington, DC 20460. Do #not serd the form to this address

DATA MATRIX
Date:  9/7/2004 EPA Reg. No./File Symbol:  2517-IL Page 3 of 5
Applicant’s/Registrant’s Name & Address: Sergeant’s Pet Care Products, lac. Product:
2637 South 158" Plaza, Ste. 100 Sergeant’s Cypenothrin Squecze-On for Dogs
. Omaha, NE 68130-1703
Ingredient:  Cyphenothrin
Guideline Ref. Number | Guideline Study Name MRID Number Submitter Status | Note

Series 830 ~ Product Properties Test Guideline, Group B - Physicat/Chemical Properties Test Guidetines - Continned:

830.6321 Dielectric Breakdown Veltage Not Applicable. Product is not fabeled for use or intended for use around
electrical equipment.
830.7000 pH Not Applicable. Product is insolublc in water; thus, rot dispersible with
water.
830.7050 UV/Visible Absorption Not Applicable. Product is not a pure active ingredient.
830.7200 Melting Point/Melting R ange Not Applicable. Product is #ot a pure or technical grade matcrial,
830.7220 Boiling Point/Boiling Range Not Applicable. Produet is not a pure or leehnical grade material.
830.7300 Density/Relative Density/Bulk Density 46303802 McLaughlin Gormicy King Company PER
- 830.7370 Dissociation Constants iz Watcr Not Applicable. Product is not a pure active ingredient.
830.7520 Paticle Size, Fiber Length, and Diameter Bistribution « » « Not Applicable. Produet physical state is a liquid.
830.755¢ Partition Coefficient (n-octarnol/water), Sh:ﬁ;}lxshMefﬁﬁd Not Applicable. Product is #ot a non-polar organic pure active ingredient.
830.7560 Partition Coefficient {#-octanol/water), Generator Columa Method Not Applicable. Product is not a noa-polar organic purc active ingredient.
330.7570 Partition Cocfficient (n- octanosf/watea) @.stlmmtlﬁm by Lalquld» - Not Applicable. Product is not a non-polar organic pure active ingredieat.
Chromatography e a » : o w8 s u “ vw v e

o o LG T T

Name & Title:  Marla K. Jackson

Agent for Sergeant’s Pet Care Products, lnc

Date:
9772004

EPA Form 8570-35 (9-97) Eiectronﬁ Paper versions availablc. Submit only Paper Version

Agency Internal Use Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, 5.W.
Washington, D.C. 20460

Form Approved OMB No, 2670-0060

Paperwork Reduction Act Notice: The publie reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for
rercgistration_and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division {(2137), U.S. Environmental Protection Agency, 401 M Street, 8. W.,

Washington, DC 20460. Do not send the form to this address

DATA MATRIX
Date:  9/7/2004 EPA Eeg. No./File Symbol: 2517-1L Page3 of 5
Applicant’s/Registrant’s Name & Address: Sergeant’s Pet Care Products, Ine. Product:
2637 South 158" Plaza, Ste. 100 Sergeant’s Cypenothrin Squeeze-On for Dogs
Omaha, NE 68130-1703
i;"grediEnt: Cyphenothrin
Guideline Ref. Number | Guideline Study Name MRID Number | Submitter Status | Note
Series 830 - Product Properties Test Guideline, Group B - Physical/Cbcmical Properties Fest Guidelines - Continued:
830.6321 Dielec&ic Breakdown Voltage Not Applicable. Product is not labeled for use or intended for use around
electrical equipment.
830.7000 pH Not Applicable. Product is insoluble in water; thus, not dispersible with
water.
830.7050 UV/Visible Absorption Not Applicable. Product is not a pure active ingredient.
830.7200 Melting Point/Melting Range Not Applicable. Product is not a pure or technical grade material.
830.7220 Boiling Point/Boiling Range Not Applicable. Product is not a pure or technical grade material.
830.7300 Density/Relative Density/Bulk Density 46303802 McLavghlin Gormley King Company PER
7 830.7370 Dissociation Constants in Water Not Applicable. Product is not a pure active ingredient.
830.7520 Particle Size, Fiber Length, and Diameter I'-.Tf\is?'ibuti.\:')n e Not Applicable. Product physical state is a liquid.
830.7550 Partition Coefficient {n-octanol/water), Shike Flisk Methiid Not Applicable. Product is not a non-polar organic pure active ingredient.
830.7560 Partition Coefficient (n-octanolfwater), Gen;rator Eolun; Methad Not Applicable. Product is not a non-polar organic pure active ingredient.
830.7570 Partition Cocfficient {n-octanolfwater); Estimatich Ly Liquid, "~ v, Not Applicable. Product is not a non-polar organic pure active ingredient.
Chromatography A
Signature: Name & Title: Marla K. Jackson Date:

L/l: :z . T A

Agent for Sergeant’s Pet Care Products, Inc 91712004

£
EPA Form 8570-35 (9-97) Electmn%v(d Paper versions available. Submit only Paper Version

Agency Internal Usc Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
Washington, D.C. 20460

Fonn Approved OMB No. 2070-006(

Paperwork Reduction Act Notiee:  The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.235 hours per response for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Scnd comments regarding the burden estimate or any other aspect of this
collection of information, including suggcstions for reducing the burden to: Director, OPPE Information Management Division {2137}, U.S. Environmental Protection Agency, 401 M Street, S. W.,

Washington, DC 20460, Do not send the form to this address

DATA MATRIX
Date: 9/7/2004 EPA Reg. No./File Symbol: 2517-IL Page 4 of 3
Applicant’s/Registrant’s Name & Address: Sergeant’s Pet Care Products, Inc. Product:
2637 South 158™ Piaza, Ste. 100 Sergeant’s Cypenothrin Squeeze-On for Dogs
. Omaha, NE 68130-1703
Ingredient:  Cyphenathrin
Guidelinc Ref. Number | Guideline Study Name MRID Number Submitter Status | Note

Series 830 - Product Properties Test Guideline, Group B - Physical/Chemical Properties Test Guidelines - Continned:

£30.7840 Water Solubility, Column Elution Method; Shake Flask Methiod Not Applicable. Product is not a pure active ingredient.

830.7860 Water Solubility, Generator Column Method Not Applicable. Product is not a pure active ingredient.

830,7950 Vapor Pressure Not Applicable. Product is not a pure active ingredient.

Series 870 - Health Effects Test Guidelines, Group A - Acnte Toxicity Test Guidelines:

§70.1100 Acute Oral Toxicity 460166103 MecLaughlin Gormiey King Company PER

870.1200 Acutc Dermal Toxicity 46166104 MeLanghlin Gormley King Company PER

§70.1300 Acute Inhalation Toxicity Waiver Requested:  Please refer to justification outlined in “Volume 3 of 3

....... of Submission” entitled: “Sergeant’s Cyphenotirin Squeeze-On for Dogs

Waiver Request fram the Requirement to Conduct Acute Inhalatian Data -
870.1300"

§70.2400 Acute Eye Irritation : wi Z WE “: 46166105 McLaughlin Gormley King Company PER

870.2500 Acute Skin Tiritation 461066100 Mclaughlin Gormley King Company PER

§70.2600 Skin Scnsitization T T 46166107 McLaughlin Gormely King Company PER

[3

r——

e L

Date:
. WT2004

Marla K. Jackson
Agent for Scrgeant’s Pet Care Products, Inc

MName & Title:

EPA Form 8570-35 (9-97) Eiectr?é nd Paper versions available. Submit only Paper Version

Agency Internal Use Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
Washingfon, D.C. 20460

Form Approved OMB No. 20700060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 houts per response for registration activities and 0.25 hours per response for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division {2137}, UL.S. Environmental Protection Agency, 401 M Strect, S. W,

Washington, DC 20460. Do not send the form to this address

DATA MATRIX
Date: 9/7/2004 EPA Reg. No./File Symbol: 2517-{L, Page4 of 5
Applicant’s/Registrant’s Name & Address.  Sergeant’s Pet Care Products, Ine. Product:
2637 South 158% Plaza, Ste. 160 Scrgeant’s Cypenothrin Squeeze-On for Dogs
Omaha, NE 68130-1703
J;éredient: Cyphenothrin
Guideline Ref. Number { Guideline Study Name MRID Number Submitter Status | Notc

Series 830 - Product Properties Test Guideline, Group B ~ Physical/Chemical Properties Test Guidelines ~ Continued:

830.7840 Water Solubility, Celumn Elution Method; Shake Flask Method Not Applicable. Product is not a pure active ingredient.
830.7860 Water Solubility, Generator Column Method Not Applicable. Product is not a pure active ingredient,
830.7850 Vapor Pressure Not Applicable. Product is not a pure active ingredient.
Series 870 - Health Effects Test Guidelines, Group A - Acute Toxicity Test Guidelines:
870.1100 Acute Oral Toxicity 46166103 McLaughlin Gormley King Company PER
§70.1200 Acute Dermal Toxicity 46166104 McLaughlin Gormley King Company PER
876.1300 Acute Jnhalation Toxicity Waiver Requested: Please refer to justification outlined in “Volume 3 of 3
...... of Submission” entitled: “Sergeant's Cyphenathrin Squeeze-On for Dags
Waiver Request from the Requirement to Canduct Acute Inhalation Data -
&70.13007
§70.2400 Acute Eye lrritation oL LT 46166105 McLaughlin Gormley King Company PER
8702500 Acute Skin lrritation 461656106 McLaughlin Gormley King Company PER
870.2600 Skin Sensitization o we e e e T 46166107 McLaughlin Gormely King Company PER
Signature: M Namc & Titler  Marla K. Jackson Date:
Agent for Sergeant’s Pet Care Products, Inc |, 9/7/2004

EPA Form 8570-35 (9- 9? Eleetronde aind Paper versions avallable Submit only Paper Version

Agency Internal Use Copy
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Fomm Approved OMT Mo, 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W,
Washington, D.C. 20460

| Paperwork Reduction Act Notice: The public reporting burden for this colicction of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for

! reregistration and special review activities, including time for reading the instructions and complcting the necessary forms. Send comments regarding the burden estimate or any other aspect of this
collection of information, incitrding suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 431 M Street, S. W.,
Washington, DC 20460. Do not send the form to this address

DATA MATRIX

Date:  9/7/2004 EPA Reg. No./File Symbol: 2517-IL Page 5 of5
Applicant’s/Registrant’s Name & Address: Scrgeant’s Pct Care Products, Inc. Product:

2637 South 158" Plaza, Ste. 100 Sergeant’s Cypenothrin Squecze-On for Dogs

Omaha, NE 68130-1703
Ingredient:  Cyphenothrin
Guideline Ref. Number | Guideline Study Name MRID Number Submitter Status Nots
Series 870 - Health Effects Test Guidelines, Gronp F - Special Studies Test Guidelines:

§70.7200 Companjon Anjmal Safety 46166108 Sergeant’s Pet Care Products, Inc. OWN

Series 810 - Product Performance Test Guidelines, Group C - Invertebrate Control Agent Preduct Performance Test Guidelines:

810.3300 Treatments to Control Pests of Humans and Animals: “Efficacy 46166109 Sergcant’s Pet Carc Products, Ine. OWN
Evaluation Against Adult Cat Fleas (CTENOCEPHALIDES FELIS}, Adult
Brown Dog Ticks (RHIPICEPHALUS SANGUINEUS), American Dog
Ticks (DERMACENTOR VARIABILIS), Nymphal Deer Ticks (IXODES
SCAPULARIS), and Advedt (AEDES AEGYPTI) Mosquitoes on Dogs”.

810.3300 Treatment to Control Pests of Humans and Animals 42614501 MeLaughlin Gormley King Company PER
45086801
o 44948301
44546601
510.3300 “kffect of Shampoo Application afteriréatnentt witlia Cyphenothrin 46298501 Sergeant's Pet Care Products, Inc. OWN

Squeeze-On on Efficacy Against Adull Uit Eleds (Cténocephalides felis),
Adult Brown Dog Ticks (Rhipicephalifs sanfyiiens) on Dogs ™.

§10.3300 “Competitive Efficacy Evaluation of a Cyphenothrin Spot-On against 44298502 Sergeant’s Pet Care Products, Inc. OWN
Adult Cat Fleas (Cxeuocephabde@ felis), Aslult Brown Dog-Ticks

(Rhipicephalus sanguineusy cm(;{a%ams! PR eedmg DY/ Ae:!e.-. ahmpelcrm. and
Culex guinguefasciatus Aa’m’sv squitaes of Boou Lo L

i

Signature: Name & Title: Marla K. Jackson Date:
A/kc ( \)5-‘ Agent for Sergeant’s Pet Care Producis, Inc 97772004

EPA Form 8570-35 {9-97) Elecl%md Paper versions available. Submit only Paper Version Agency Internal Use Copy
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Form Appraved OME No, 2070-0060
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
Washington, D.C. 20460
Papcrwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this
collection of information, including suggestions for reducing the burden to: Director, OPPE [nformation Management Division (2137}, U.S. Environmental Protection Agency, 401 M Street, S. W,
Washington, DC 20460. Do not send the form to this address
DATA MATRIX
Date:  9/7/2004 EPA Reg. No./File Symbol: 2517-IL Page 5 of 5
Applicant’s/Registrant’s Name & Address: Sergeant’s Pet Care Products, Inc. Product:
2637 South 158" Plaza, Ste. 100 Sergeant’s Cypenothrin Squecze-On for Dogs
Omaha, NE 68130-17G3
Tigredient:  Cyphenothrin
Guideline Ref. Number } Guideline Study Name MRID Number Submitter Status Notc
Series 870 - Health Effects Test Guidelines, Group F - Special Studies Test Guideliues:
876.7200 Companion Animal Safety 46160108 Scrgeant’s Pet Care Products, Inc. OWN
Series 810 - Product Performance Test Guidelines, Group C - Invertebrate Control Agent Product Performance Test Guidelines:
§10.3300 Treatments to Control Pests of Humans and Animials; “Efficacy 46166109 Sergeant’s Pet Care Products, Inc. OWN
Evaluatian Against Adult Cat Fleas (CTENOCEPHALIDES FELIS), Adult
Brawn Dog Ticks (RHIPICEPHALUS SANGUINEUS), American Dog
Ticks (DERMACENTOR VARIABILIS), Nymphal Deer Ticks (IXODES
SCAPULARIS). and Adult (AEDES AEGYPTI) Mosguitaes on Dogs”.
§10.3300 Treatment to Control Pests of Humans and Animals 42614501 iMcLaughlin Gormley King Company PER
45086801
- 44948301
44546601
810.3300 “Effect of Shampoo Applicatian after treutmeny witiia Cyphenothrin 46298501 Sergeant’s Pet Care Products, Inc. OWN
Sgueeze-On an Efficacy Agam.stAa’:derrxt Fx"ws (Ctéwccep}:ahdes felis),
Adult Brown Dog Ticks (Rh:p:cep/:a:’zés gangnﬁeu‘g% dn Dags".
814.3300 “Competitive Efficacy Evaluatian of a Cyphenothrin Spot-On against 46298502 Sergeant’s Pet Care Products, Inc, OWN
Aduit Cat Fleas (Clenocephalidesifelis), Advlt Brawn Dog Ticks
(Rhipicephalus sanguinen®) endagninst 5. ed:rg by Aeffsu ai&op;cms atid
Cudex quinguefosciotus AGullMbsduitoeSari Dogs"” o © o
Signaturc: ' Name & Title: Marla K. Jackson Date:
, M/L_Q‘_‘ Z - Agent for Sergeant’s Pet Care Products, Inc 9/7/2004

EPA Form 8570-35 (9-97) Electﬁ/&md Paper versions available. Submit only Paper Version

Agceney Internal Use Copy
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LA

James Messina <jmessina@exponent.com> Te Linda Deluise/DC/USEPA/US@EPA
02/13/2006 04:28 PM cc George LaRocca/DC/AUSEPA/US@EPA, Rick Tinsworth <rtinsworth@exponent.com>
bee

Subject Pending Cyphenothrin Registration

Linda,

| know we are working on risk assessment issues related to the pending Sergeant's cyphenothrin spot-on registrations. \While we are working on
those issues we wanted to know if there are any reviews (efficacy, tox, product chemistry) available for 2517-IN and 251 7~1L)Vlf $0. Gan you
please forward them to my attention. Fead, BT ~ R

{ ook forward to hearing from you.
Best Regards,

James Messina I R B LR L
Managing Regulatory Consuitant - NN e ot

Exponent AR T

1730 Rhode Island Ave., NW

Suite 1100 L b

Washington, DC 20036 sl

(202) 772-4932

(202) 772-4979 fax

imessina@exponent.com
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